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THE 
DEPRESSION 


Lift the depression with Marplan. Marplan has been shown to 
be considerably more potent than certain other amine oxidase 
regulators. While clinically such increase in potency has hereto- 
fore been associated with increased side effects, Marplan strikes 
a happy balance of potency/safety. Marplan has shown mark- 
edly fewer of the side reactions of the hydrazines (such as 
orthostatic hypotension, constipation, jitteriness, peripheral 
edema, skin rash). Moreover, throughout the extensive clinical 
investigations, no liver damage has been reported. Marplan is an 
amine oxidase regulator, however, and like all of these agents, 
it is contraindicated in the presence of liver or kidney disease. 


Indications range from moderate to severe psychiatric disorders 
with associated symptoms of depression, withdrawal or regres- 
sion. Marplan is also valuable as an adjunct in psychotherapy 
to facilitate the patient’s responsiveness. Complete literature 
giving dosage, side effects and precautions is available upon re- 
quest and should be consulted before prescribing. 


Supplied: 10-mg tablets in bottles of 100 and 1000. 
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UNEQUALLED EASE 
OF OPERATION 


in 
A.C. SHOCK THERAPY 


SAFE 


The Mot-ac tt, provides the highest degree of complete electrical 
isolation, by far exceeding official code requirements, to assure the 
maximum in safe operation. 


EFFECTIVE 


Clinical results have been uniformly excellent. Side effects are auto- 
matically reduced. The MoL-ac 11 is acclaimed internationally by lead- 
ing physicians and institutions. 


AUTOMATIC 


The Mot-ac 11 provides a highest initial current to initiate seizure 
pattern with an automatic reduction to safe low voltage in every case. 
Instantly and automatically re-set for repeated treatments. With the 
MoL-ac 1, doctors report they are now certain of full seizure each 
treatment even with large doses of muscle relaxants. 


EASY TO USE 


Controls are simplified — one 3-position current intensity dial and 
one treatment switch. Just plug in ordinary AC current and the MoL-ac 
1 is ready for immediate use. The Mot-ac 11 has a handsome walnut 
case. Attractively priced at $100.00 complete with finest physician’s 
bag of genuine leather and attachments. 


DURABLE 


Ingenious design with only one moving part. Remarkable freedom 
from service requirement. 


Also available—Reiter Model SOS, the advanced, most effi- 
cient instrument combining the strongest convulsive UNIDIREC- 
TIONAL currents with powerful yet gentle sedative currents. 
(Many additional features included.) Literature on request. 


REUBEN REITER, Sc.D. 6 wesz stn st., NEW YORK 36, N. Y. 


AN OFFICIALLY APPROVED INSTRUMENT 
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Why Deprol is the first drug 


A 


€0-960 


to use in depressions 


Clinical reports indicate that many depressions can be 
relieved by Deprol and psychotherapy, without recourse 


to more hazardous drugs or EST. 


Deprol relieves the patient’s related anxiety, insomnia 
and anorexia without danger of overstimulation, 

thus permitting better rapport to be established sooner, 
and facilitating more effective treatment. 


Deprol acts without undue delay. Its effect can be 
determined quickly. If unusual cases require additional 
or alternative therapy, this will be quickly discernible. 


Deprol can be controlled — there is no lag period of 

a week or two over which drug effects continue after 
medication is stopped. In cases where alternative 
therapy may be needed, it can be started at once. 


Deprol is safe — does not produce liver damage, 
hypotension, psychotic reactions or changes in sexual 
function; does not interfere with other drug therapies. 


Dep 


Composition: Each tablet contains 
1 mg. 2-diethylaminoethyl] benzilate 


hydrochloride (benactyzine HCl) and 


400 mg. meprobamate. 


Supplied: Bottles of 50 light-pink, 
scored tablets. 


Dosage: Usual starting dose is 1 tablet 


q.i.d. When necessary, this dose may 
be gradually increased up to 
3 tablets q.i.d. 


Ge, WALLACE LABORATORIES 
V4 Cranbury, N. J. 


benactyzine + meprobamate 
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1. Alexander, L. (35 patients): Chemotherapy of depression= 
Use of meprobamate combined with benactyzine (2-diethyl- 
aminoethyl benzilate) hydrochloride. J.A.M.A. 166:1019, March 
|, 1958. 2. Bateman, J. C. and Carlton, H. N. (50 patients): 
Meprobamate and benactyzine hydrochloride (Deprol) as ad- 
junctive therapy for patients with advanced cancer. Antibiotic 
Med. & Clin. Therapy 6:648, Nov. 1959. 3. Bell, J. L., Tauber, 
H., Santy, A. and Pulito, F. (77 patients}: Treatment of depres- 
sive states in office practice. Dis. Nerv. System 20:263, June 
1959. 4. Breitner, C. (31 patients): On mental depressions. 
Dis. Nerv. System 20:142, (Section Two), May 1959. §. Land- 
man, M. E. (50 patients): Choosing the right drug for the 
patient. Submitted for publication, 1960. 6. McClure, C. W., 
Papas, P. N., Speore, G. S., Palmer, E., Slattery, J. J., 
Konefal, S. H., Henken, B. S., Wood, C. A. and Ceresia, G. B. 
(128 patients}: Treatmert of depression—New technics and 
therapy. Am. Pract. & Digest Treat. 10:1525, Sept. 1959. 
7. Pennington, V. M. (135 patients): Meprobamate-benactyzine 
{Deprol) in the treatment of chronic brain syndrome, schizo- 
phrenia and senility. J. Am. Geriatrics Soc. 7:656, Aug. 1959. 
8. Rickels, K. and Ewing, J. H. (35 patients): Deprol in depres- 
sive conditions. Dis. Nerv. System 20:364, (Section One}, Aug. 
1959. 9. Ruchwarger, A. (87 patients): Use of Depro! (mepro- 
bamate combined with benactyzine hydrochloride) in the 
office treatment of depression. M. Ann. District of Columbia 
28:438, Aug. 1959. 10. Settel, E. (52 patients): Treatment of 
depression in the elderly with a meprobamate-benactyzine 
hydrochloride combination (Deprol). Antibiotic Med. & Clin. 
Therapy 7:28, Jan. 1960. 11. Splitter, S. R. (84 patients): The 
care of the anxious and the depressed. Submitted for pub- 
lication, 1959. 
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to make the patient 
more amenable 
to psychotherapy 


Freed of anxiety and tension, Librium- 
treated patients become more acces- 
sible and communicative. Librium may 
even open an avenue of approach to 
the most troublesome phobic or obses- 
sive thinking and compulsive behavior. 
Librium therapy preserves mental acu- 
ity, allowing the patient to remain in 
contact with his environment and to de- 
rive greater benefit from psychotherapy. 


LIBRIUM® Hydrochloride — 7 
1, 4-benzodiazepine 4-oxide hydrochloride 


ROCHE 
LASORATORIES 
Division of Hoffmann-La Roche Ine. 


LIBRIUM 


THE SUCCESSOR TO 
THE TRANQUILIZERS 


Consult literature and dosage information, available 
on request, before prescribing. 
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“the most effective drug against tremor...’ 


IN PARKINSONISM, Parsidol reduces tremor better than any 
other drug. Parsidol also increases finger dexterity, lessens rigidity 
and improves muscular coordination. Because he can do more 
things with greater accuracy, the patient’s outlook brightens and 
his confidence returns. 


Parsidol has also proved effective in controlling drug-induced, 
parkinson-like tremor. In a recent study, Parsidol reduced drug- 
induced tremor in 88% of the patients to whom it was given.* 


oe 


Furthermore, Parsidol is “...very well tolerated by the geriatric 
patient...”!34—the patient in whom tremor is most often seen. 
Parsidol, usually effective by itself, is also compatible with most 
other antiparkinsonian drugs.!3.4 Most patients respond to a 
maintenance dose of 50 mg. q.i.d. 


PARSIDOL 
brand of ethopropazine hydrochloride 


for the control of tremor in 


1. Schwab, R. S. and England, A. C.: J. Chron, Dis, 8:488 (Oct.) 1958. per ere, 
2. Kruse, Walter K.: Dis. Nerv. System 21:80 (Feb.) 1960. 
3. Schwab, R. S.: Geriatrics 14:545 (Sept.) 1959. 

4. Doshay, L. J., et al.: J.A.M.A. 160:348 (Feb. 4) 1956. 
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in depression 
forgreater 
emotional stability 
Tofra anil Tablets of 10 tor geri 


brand of imipramine hydrochloride 


During the declining years, frustration arising from 
declining capacity to participate in social and fam- 
ily activities often leads to depression, manifested 
frequently in unpredictable swings of mood. 
The value of Tofranil in restoring the depressed 
elderly patient to a more normal frame of mind has 
received strong support from recent studies.1-3 
Under the influence of Tofranil, such symptoms as 
irascibility, hostility, apathy and compulsive weep- 
ing are often strikingly relieved with the result that 
life becomes easier both for the patient and those 
around him. 

Since the dosage requirements of elderly patients 
are lower than those of the non-geriatric patient, 
Tofranil is made available in a special low dosage 


10 mg. tablet designed specifically for geriatric use. 
Full product information regarding dosage, side 
effects, precautions and contraindications avail- 
able on request. 


References: 1. Cameron, E.: Canad. Psychiat. A. J., Special 
Supplement 4:S160, 1959. 2. Christe, P.: Schweiz. med. 
Wchnschr. 90:586, 1960. 3. Schmied, J., and Ziegler, A.: Praxis 
49:472, 1960. 

Tofranil®, brand of imipramine hydrochloride: Triangular tab- 
lets of 10 mg. for geriatric use; also available, round tablets 
of 25 mg., and ampuls for intramuscular administration only, 
each containing 25 mg. in 2 cc. of solution (1.25 per cent). * 


Geigy Pharmaceuticals 
Division of Geigy Chemical Corporation 
Ardsley, New York 


TO-657-61 


Bi. 


for the 
tense 

and anxious 
patient... 


the only sustained-release tranquilizer 


that does not cause autonomic side reactions 


* SAFE, CONTINUOUS RELIEF of anxiety and tension for 12 hours with 2 
just one capsule--without causing autonomic side reactions and without : 
impairing mental acuity, motor control or normal behavior. er 


* ECONOMICAL for the patient—daily cost is only a dime or so more than 
for barbiturates. 


: Meprospan:400 


400 mg. meprobamate (Miltown®) sustained-release capsules 


Usual dosage: One capsule at breakfast lasts all day; one capsule with evening meal lasts all night. 


Available: Meprospan-400, each blue-topped capsule contains 400 mg. Miltown (meprobamate). Meprospan-200, 
each yellow-topped capsule contains 200 mg. Miltown (meprobamate). Both potencies in bottles of 30. 


WALLACE LABORATORIES / Cranbury, N. J. 
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new.. 


antidepressant 


with 


anti-anxiety 
properties — 


potent 


effective 


RELATIVE UTILITY INMANAGEMENT OF DEPRESSED PATIENTS 


Class of compounds 


TARGET SYMPTOMS OF DEPRESSION: 


Anxiety Insomnia 


Over-all relief 
of symptoms 


Depression 


TRANQUILIZERS 


“Failure of the tramquilizers to 
produce satisfactdry results is 
due in many cages to their 
being prescribed jfor depres- 
sion, especially idepression 
masked by the more promi- 
nent symptoms of anxiety. The 
underlying depresBion may be 
deepened.” 
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ANTIDEPRESSANTS 


ELAVIL | 


thisdrugiE 


an anti-depr 


tion of an anti 


_ seldom necessary when prescribing 
has both antidepressant and anti-apxiety properties, 


“CN 
anti- 
to an 
the anxiety....” 


5 stimulants and 
fepressants, if given 
xious patients, will 


sant....”? Many physicians customar- 
ily treat anxiouslor depressed patients with a combina- 
pressant and a trahquilizer. This is 
GLAVIL because it 


effective in patients with depression... 

particularly useful in those with predominant symptoms 
of anxiety and tension ...provides prompt relief of anxiety 
and insomnia associated with depression 


SPAN OF ACTIVITY OF PSYCHOACTIVE DRUGS 


TRANQUILIZERS ‘ANTIDEPRESSANTS 


INDICATIONS: Manic-depressive reaction — depressed phase; i yolutional melancholia; reactive 
depression; schizoaffective depressions; neurotic depressive reaction; and these target symptoms: 
anxiety; depressed mood; insomnia; psychomotor retardation; functional somatic complaints; loss of 
interest; feelings of guilt; anorexia. May be used whether the emotional difficulty is a manifestation of 
neuros:s or psychosis,* and in ambulatory or hospitalized patients.?: +> 

USUAL ADULT ORAL DOSAGE: Initial, 25 mg. three times a day, until a satisfactory response is noted. 
Many patients improve rapidly, although some depressed patients may require four to six weeks of 
therapy before obtaining maxitnum benefit. In severely depressed patients, as much as 150 per 
day may be given. Maintenance, 25 mg. two to four times.a day. Some patients may be maintained on 
10 mg. four times a day. The natura! course of depression is often many months in duration. Accord- 
ingly, it is appropriate to continue maintenance therapy for at least three months after the patient 
has achieved satisfactory improvement in order to tessen the possibility of relapse, which may occur 
if the patient’s depressive cycle is not complete. In the event of relapse, therapy with ELAVIL may 
be reinstitutec. 

ELAVIL is not a monoamine oxidase (MAO) inhibitor, No-evidence of drug-induced jaundice or agran- 
ulocytosis has been noted. Side effects (drowsiness, dizziness, nausea, excitement, hypotension, fine 
tremor, jitteriness, headache, heartburn, anorexia, increased perspiration, and skin rash), when they 
occur, are usually mild. However, as with all new therapeutic agents, careful observation of patients is 
recommended. As with.other drugs possessing significant anticholinergic activity, ELAVIL is contra- 
indicated in patients with glaucoma. 

SUPPLY: Tablets, 10 mg. and 25 mg., in bottles of 100. Injection {intramuscuiar), 10 mg. per cc., 10-cc, vials. 
REFERENCES: 1. Perloff, M. M., and Levick, L. J: Clinical Med. 7:2237, Nov. 1960. 2. Freed, His. Am. Es 
Psychiat. 117:455, Nov. 1960. 3. Dorfmani, W.: Psychosomatics 1:153, May-June 1960, 4. Ayd, F. J., dre Psy- 
‘chosomatics 1:320, Nov.-Dec. 1960. 5. Barsa, J. A., and Saunders, J. C.; Am. J. Fsychiat. 117:739, Feb. 1961. 


Before prescribing’or admintstering ELAVIL, the physician should consult the detailed information on use accompanying the package or available on fequest. 
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depressive 
States 


brand of phenelzine dihydrogen sulfate 


A TRUE ANTIDEPRESSANT 


A true broad-range antidepressant, Nardil 
has been proved “...efficacious in all vari- 
eties of depression—the neurotic, the re- 
active and the psychotic including senile 
psychoses, involutional depressions and 
manic-depressive (endogenous) depres- 
sions.” It will help you treat your de- 
pressed patients by improving their ability 
“*...to accept, deal with and accomplish 
the requirements of psychotherapy.” As 
for speed of action, one typical clinical 
report states “‘... remissions occurred from 
3 to 14 days after the start of therapy, and 
maximum improvement was always no- 
ticed not later than 5 weeks after the onset 
of therapy.”” A less than 2% incidence of 
reported significant side effects* provides 
a high therapeutic margin for hospitalized 
patients and “...makes this drug particu- 
larly desirable for ambulatory use.’”* 


Full dosage information, available on request, 
should be consulted before initiating therapy. 


References: 1. Dorfman, W.: The New Approach to 
Depression, WORLD-WIDE ABSTRACTS OF GENERAL MEDI- 
cINE 2:10 (November) 1959. 2. Dickel, H. A., et al.: 
Tension Fatigue States and Their Adjunctive Treat- 
ment Using Nardil, cLinicaL MED. 6:1579 (September) 
1959. 3. Sainz, A.: The Phrenopraxic Activity of a 
Non-noxious Antidepressant, ANN. NEW YORK ACAD. 
sc. 80:780-789 (September) 1959. 4. Nardil Package 
Brochure (October) 1960. 5. Furst, W.: Psychopharma- 
cological or Electrical Therapy of Severe Endogenous 
Depression, J. M. SOC. NEW JERSEY 57:3 (March) 1960. 
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A PRACTICAL JOURNAL ON PSYCHIATRY AND NEUROLOGY 


The Amyotrophic Lateral Sclerosis Syndrome LIORA 


(An Exercise in Differential ; AL 


DESMOND S. O’DOHERTY, M.D. 


There are many diseases combining le- 
sions of upper and lower motor neuron units 
which may be mistaken, at varying times in 
their course, for amyotrophic lateral sclero- 
sis. Similarities in the ages of onset and 
the classical combination of upper and lower 
motor neuron signs may make the differen- 
tial diagnosis difficult or even impossible in 
the early stages. 

Considering the fact that the prognosis 
for amyotrophic lateral sclerosis is so poor 
and that in the other conditions, treatment, 
at least to some degree, is possible, one 
should be careful to rule out these other con- 
ditions before presenting the depressing 
prognosis of amyotrophic lateral sclerosis to 
the patient and his family. 


Although amyotrophic lateral sclerosis is 
a disease of middle age, it may begin in age 
groups other than the 30-50 year range. Men 
are affected about twice as frequently as 
women.' While the disease attacks mainly 
the motor cells of the cortex and the ante- 
rior horns of. the spinal cord, the motor cells 
of the basal ganglia are at times involved’ 
giving rise to a parkinson-like picture. 


Classically, amyotrophic lateral sclerosis 
begins in the cervical cord, usually as an 
anterior horn cell disease, producing lower 
motor’ neuron manifestations such as atro- 
phy, weakness and fasciculations starting in 
the small muscles of the hand. Sometimes 
preceding, but usually following the onset 
of the lower motor neuron involvement, 
there is evidence of upper motor disease with 
exaggerated reflexes and the presence of 


From Department of Neurology, Georgetown Uni- 
versity Medical Center, Washington, D.C. 
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pathological reflexes. Sensory changes, when 
present, are not on the basis of the degen- 
erative disease itself and should lead to fur- 
ther investigation.’ Involvement of motor 
neurons may occur in the brain stem giving 
rise to a picture of progressive bulbar palsy. 

The prognosis is poor, the life expectancy 
being approximately three years in the case 
of the amyotrophic lateral sclerosis of the 
cord, and approximately eighteen months 
whenever the brain stem is involved. 

Among the diseases more likely to be con- 
fused with amyotrophic lateral sclerosis are: 
cervical rib syndrome, syphilitic meningo- 
myelitis, bilateral ulnar palsy, syringomye- 
lia, several mid-line cervical cord compres- 
sion diseases, such as mid-line cervical disc, 
and tumors of the cervical region, thyroid 
myopathy, and under rare circumstances, 
carcinoma of the lung. 

We have also seen a patient with atrophy 
and fasciculations in lower extremities re- 
sulting from vascular insufficiency of the 
cord from marked atheromatous changes in 
abdominal aorta. 


The Cervical Rib Syndrome 


Only rarely is the cervical rib syndrome 
important in such a differential diagnosis; 
however, bilaterally occurring supernume- 
rary ribs may give a moderately symmetri- 
cal picture of a lower motor neuron disease 
involving the hands. 

Illustrative Case 1: A 22-year-old woman had a 
history of pain in the right hand with numbness 
along the thenar side for two months, and for sev- 
eral days prior to examination noticed a severe pain 
in the left arm and shoulder. There was also a 


questionable weakness of the left arm. Physical 
examination revealed moderate atrophy and fasci- 
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culations over the left supraspinatus and infra- 
spinatus and triceps muscles, mild weakness in 
flexion and extension of the left arm and absent 
triceps reflex on the left. There were no objective 
sensory changes. X-rays revealed bilateral cervical 
ribs (Fig. 1). 


Comment: It is rare to find a supernu- 
merary rib syndrome without pain. The 
presence of severe pain, the scattered distri- 
bution of atrophy, sensory changes when 
present and the classical x-ray changes make 
the diagnosis relatively easy. It will be seen 
then, that this condition usually presents no 
hardship in differential diagnosis when 
thought of. 


Syphilitic Meningomyelitis 

Even before the introduction of penicillin 
in the treatment of syphilis, the parenchy- 
matous types of lues simulating amyotrophic 
lateral sclerosis were relatively uncommon. 
This obviously will become less of a problem, 
since central nervous system lues is becom- 
ing almost a rare disease in the United 
States. However, there are still occasional 
patients admitted to busy neurological serv- 
ices who fall into this category. 


DISEASES OF THE NERVOUS SYSTEM 


Fig. 1. Demonstrates bilateral cervical ribs, rudi- 
mentary on right, large on left. (Case 1.) 


JUNE 


Illustrative Case 2: A 49-year-old colored male 
was admitted because of some disturbance of gait. 
He was unable to give a good history as to the on- 
set, duration or progression of his symptoms. He 
had no subjective sensory complaints. On neuro- 
logical examination the cranial nerves were found 
to be uninvolved. He walked with a wide-based gait 
and a decrease in associated arm swing on the 
right. There was mild hypertonus of the right up- 
per extremity. Atrophy of the interrosseii and the- 
nar musculature was present bilaterally. There was 
also atrophy over the biceps and deltoids, more no- 
ticeable on the left side. Weakness was present in 
abduction and adduction of the arms, flexion and 
extension of the forearms, and digital movements. 
Fasciculations were present over both pectoral 
groups, thenar eminence and the deltoid muscle on 
the left. 

X-rays of the cervical spine, including special 
views of the odontoid process were normal. The 
spinal fluid showed an increase of protein (282 
mg.%), a 4+ Kahn test. There were no cells 
present. 

Under treatment with penicillin the patient 
showed noticeable improvement and was discharged 
on the twenty-ninth hospital day. 


Comment: This case could very well have 
been diagnosed as amyotrophic lateral scle- 
rosis on the first examination; however, the 
spinal fluid serology suggested a treatable 
condition in which treatment with penicillin 
was associated with improvement. Usually 
the spinal cord type of parenchymatous lues 
is associated with a slower course and some 
sensory change; however, in some cases lat- 
eral columns may be affected alone (Erb’s 
spastic paraplegia). The slower course, pres- 
ence of sensory changes and typical spinal 
fluid changes are enough to diagnose this 
condition, 


Bilateral Ulnar Neuropathy 


Atrophy of the small muscles of the hand, 
secondary to changes in the ulnar nerve, 
sometimes occurs secondary to pressure at 
the elbow, leprosy or diabetes but occasion- 
ally without any demonstrable metabolic or 
mechanical pathology. 


Illustrative Case 3: A 63-year-old retired police- 
man was admitted to the hospital because of a 
right-sided Jacksonian motor seizure and aphasia. 
This aphasia lasted for about 24 hours and grad- 
ually cleared up. However, at the time of exami- 
nation it was noted that there was atrophy of the 
dorsal interosseii bilaterally (Fig. 2), which the pa- 
tient stated had been slowly progressive over a 


. 


Fig. 2. Demonstrates atrophy of first dorsal in- 
terossei muscles in a patient with bilateral ulnar 
neuropathy. (Case 2.) 


period of years, first noted when he was a motor- 
cycle policeman. It had been relatively static in the 
past four or five years following his retirement. He 
had no evidence of any fasciculations; there was a 
hypalgesic pattern in the right ulnar distribution. It 
was considered that this was on the basis of periph- 
eral neuropathy secondary to vibration trauma. 


Comment: We are acquainted with a sec- 
ond patient who developed atrophy of the 
interosseii muscles from the handling of a 
vibratory tool used to trim hedges. Follow- 
ing the discontinuation of its use, the pa- 
tient made a gradual recovery. 

In these cases the exact distribution in the 
ulnar and/or median nerve musculature, and 
the presence of sensory change, either ob- 
jectively or subjectively, are the important 
keynotes in making the differential diag- 
nosis. 

Amyotrophic lateral sclerosis resulting 
from the use of vibratory pneumatic tools 
has been reported.‘ While no long tracts 
were involved there was a description of fas- 
ciculation in the upper extremities sugges- 
tive of anterior horn cell involvement. Our 
cases, though, are definitely peripheral nerve 
disease and not a result of vascular cord 
changes. 


Syringomyelia 

Rarely should syringomyelia be confused 
with amyotrophic lateral sclerosis since it 
ordinarily begins at an earlier age, and is 
characterized by sensory changes in the 
“shawl” distribution; that is, over the shoul- 


DISEASES OF THE NERVOUS SYSTEM 


307 


ders and extensor surface of the forearm. 
Occasionally, however, the syrinx may begin 
in the anterior part of the cervical cord, 
present itself as a disease of the anterior 
horn cells and only later in its course ex- 
tend to the lateral columns. Sometimes sen- 
sory changes may be absent or mild, or 
purely subjective so that no sensory pattern 
is obtained by examination. 


Illustrative Case 4: A 54-year-old colored female 
had a history of slowly progressive stiffness of the 
left hand involving the fingers; there was no pain. 
Weakness appeared and became slowly progressive. 
About three years prior to admission she began to 
notice some wasting and drooping of the left shoul- 
der. Gradually there was a complaint of stiffness 
in both legs. Two years prior to admission she com- 
plained of some burning of the left arm and shoui- 
der. There were no paresthesias or dysesthesia. 
There was no tingling or numbness. She was ad- 
mitted to the hospital for workup. At that time 
the cranial nerves were within normal limits ex- 
cept for a mild ptosis on the right side, associated 
with a slight difference in pupillary size, the right 
being smaller than the left. There were no gross 
differences in sweating. There was mild limitation 
of neck motion; no pain was elicited. The main 
neurological deficit was in the motor’ system. 
There was atrophy bilaterally involving the hands, 
the right more affected than the left; (Fig. 3) atro- 
phy of the biceps and triceps bilaterally, again the 
right more than the left, and atrophy of the del- 
toid, trapezius and supraspinatus muscles bilate- 
rally. All reflexes were decreased in the upper 
extremity, and all reflexes were increased in the 
lower extremity. There was bilateral ankle clonus 
and Babinski signs were present. There was a 
vague mild hypalgesia over the right arm. This was 
not a clear cut sensory pattern. 


Fig. 3. Demonstrates atrophy of dorsal interossei 
in patient with syringomyelia. 
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Lumbar puncture was normal in pressure, dynam- 
ics and showed normal protein. VDRL and colloidal 
gold were normal and there was an absence of cclls. 


A myelogram was done which was normal. A 
starch iodine test (Fig. 4) showed a definite Hor- 
ner’s syndrome on the right side. 


Comment: Usually the syringomyelia be- 
gins earlier in life and the history is longer 
than in amyotrophic lateral sclerosis al- 
though cases such as the illustrative one 
above, starting later in life, occur. There 
are almost always sensory changes present. 
These, together with the Horner’s syndrome, 
are enough to rule out amyotrophic lateral 
sclerosis. When ptosis is mild and question- 
able, a starch iodine test is a simple way of 
verifying the presence of the Horner’s syn- 
drome. 


Cord Compression 


Several cervical cord diseases may pro- 
duce direct pressure on the anterior part of 
the cervical cord. Specifically, these are 
protrusion of the cervical disc in the mid- 
line and extramedullary cord tumors. Fig- 
ure 5 shows in some detail the mechanism 
by which the cord is involved both from 
compression and also from interference with 
the blood supply from the anterior spinal ar- 
tery, thereby giving rise to a deficit which 


Fig. 4. Starch-Iodine test showing right Horner’s 
syndrome in patient with syringomyelia (Case 3), 
showing a right ptosis and absence of sweating. 
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may extend above and below the level of the 
pressure. 


Mid-Line Cervical Discs 


Such lesions are much more frequent than 
have been previously supposed. While lat- 
eral protrusions are more common than 
those in the mid-line, mid-line discs are more 
insidious in their course and certainly have a 
more serious implication, Whiplash injuries 
of the neck are frequently the cause and 
may precede the onset of symptoms by as 
long as ten years. Usually, however, no his- 
tory can be elicited. Pain, while a common 
symptom with the lateral protrusion, is not 
prominent in the mid-line discs. The signs 
and symptoms are those of anterior horn 
cell and lateral column disease. The motor 
signs are far more prominent than the sen- 

Surgical treatment frequently being help- 
ful, at least for arresting the disease, it is 
imperative that a diagnosis be made early 
before permanent cord changes have taken 
place. 


Illustrative Case 5: A 59-year-old colored maie 
was admitted because of weakness in the right arm 
starting three years before, first noted starting in 
the fingers of the right nand and associated with 
some twitching of the muscles of the hand and 
forearm. The picture was slowly progressive for 
two years; at that time there was weakness of legs, 
definite wasting of the muscles of the hands and 
later in forearms and shoulders on the right side, 
and to a lesser degree, on the left, with fascicu- 
lations noticed in all these areas. 

At the time of admission to the hospital the cran- 
ial nerves were all within normal limits. The motor 
system showed atrophy of the right biceps, triceps, 
deltoids, pectoralis and intrinsic muscles of the 
hand. There were no fasciculations of the tongue, 
but fasciculations were seen over the right arm and 
forearm. There was weakness of both arms more 
on the right, and spasticity and weakness of both 
legs. Hoffman’s sign was present on the right. All 
reflexes were hyperactive; there was no clonus at 
the knee or ankle. Babinski and Gordon signs were 
present on the right side. At the time of his admis- 
sion the referring clinic felt that this was a case 
of amyotrophic iateral sclerosis. On examination 
the patient showed the findings described above with 
a questionable C5, C6 dermatome sensory loss. 

X-rays of the cervical regions showed narrowing 
and calcification suggestive of old herniated discs 
at C5-C6 and C-6 and C6-C7. A myelogram was 
done which showed multiple abnormalities at these 
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Fig. 5. Three diagrams showing changes taking 
place from midline pressure diseases such as cer- 
vical disc, dislocation or tumor; as the pressure in- 
creases there is interference with. the anterior spi- 
nal artery and direct pressure in the anterior horns 
and indirect pressure on the lateral columns because 
of tightening of the dentate ligament. 


levels (Fig. 6). As a result of this a laminectomy 
was done in the cervical region from C4 to C7. The 
spinal cord was exposed. There was chronic arach- 
noiditis and calcified herniated discs, the dentate 
ligament was dissected on both sides. The spinal 
cord was pale in color. 

This patient has shown a gradual but marked im- 
provement over the past year. Much of the muscie 
bulk has returned and he continues on physical 
medicine with what could be estimated at a 60 to 
70% recovery to the present time. 


Comment: A clear-cut C5, C6 segment 
sensory deficit would have made this picture 
much clearer. However, this was difficult to 
elicit and the main feature on which to sus- 
pect the diagnosis without laboratory help 
was that of the slow prolonged course. 

Here it is necessary to point out that the 
laminectomy does more than remove the 
discs; indeed, many of the discs are so cal- 
cified as to be impossible to move and are 
therefore left in. Cutting the dentate liga- 


Fig. 6. Demonstrates narrowing of C4-5, C5-6, 


C6-7, and myelogram indicating multiple herniated 
discs. (Case 4.) 


ment relieves the pressure on the cord and 
allows the cord more mobility. Freeing of 
the adhesions is frequently helpful in restor- 
ing cord circulation. 


Cervical Cord Tumors 

Extramedullary cord tumors are approxi- 
mately three times more common than the 
intramedullary type and are more likely to 
b2 confused with amyotrophic lateral scle- 
rosis, Among the commonest are menin- 
giomas, neurofibromas, sarcoma and meta- 
static carcinoma. Through the mechanism 
described above (Fig. 5) these tumors may 
produce a syndrome of upper and lower neu- 
rone involvement on a mechanical basis. 


Illustrative Case 6: A 38-year-old white female 
was admitted for evaluation because of mild pain 
in the left shoulder, aggravated by motion and oc- 
casional numbness radiating into the right hand. 
She had had a diagnosis of carcinoma of the breast 
eight years before which was treated with a right 
mastectomy; five years later a lymph node biopsy 
from the right axilla showing questionable metas- 
tasis was made. At the time of this admission a 
neurological examination showed that the cranial 
nerves were not involved, the right arm was larger 
than the left. There was atrophy of both hypo- 
thenar eminences, and weakness of the movements 
of the hand and fingers. There were no sensory 
changes. 

Spinal fluid examination was normal in all as- 
pects; x-rays showed changes suggestive of metas- 
tasis in the sixth and seventh cervical vertebra and 
there were other evidences of bony metastasis to 
the thoracic cage suggestive of mestastatic disease 
(Fig. 7). The diagnosis was established as meta- 
static adenocarcinoma. 
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Fig. 7. Showing bony erosion resulting from met- 
astatic carcinoma. (Case 5.) 


Comment: There are usually enough indi- 
cations of central nervous system involve- 
ment in metastatic disease to enable one to 
make this diagnosis. However, there are 
cases in which a long interval separates the 
original diagnosis and the central nervous 
system metastasis. Less frequently the cen- 
tral nervous system may be the first system 
to signal invasion by metastatic neoplasm. 
In these cases a high index of suspicion 
would prompt one to search carefully 
through the x-rays for other evidences of 
metastasis. 


Increase in spinal fluid protein or changes 
in colloidal gold reaction or a block in the 
Queckenstedt maneuver, are also helpful. 
In the above patient, such maneuvers were 
not useful. In the case of the primary ex- 
tramedullary tumors, surgical removal is 
often attended with satisfactory results and 
for this reason such investigation is war- 
ranted. The presence of pain is a common 
finding in these tumors. Sensory changes 
of the root type may also be found; these 
plus the change in spinal fluid dynamics and 
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protein, and erosion of vertebrae are enough 
to make a myelogram necessary. 


Chronic Thyrotoxic Myopathy 


This condition is not likely to be impor- 
tant numerically. A small number of pa- 
tients with thyroid disease will show a mus- 
cle wasting syndrome usually beginning af- 
ter forty-years of age, involving the proxi- 
mal musculature mostly, but occasionally 
the small muscles of the hands; there are 
usually other manifestations of thyroid dis- 
ease. 


Illustrative Case 7: A 44-year-old colored male 
was admitted because of chronic thyrotoxic symp- 
toms over a four year period, with weight loss, ed- 
ema, cardiac decompensation, fatigue, tremor and 
heat intolerance. 

On physical examination he displayed signs of 
thyrotoxicosis, including tachycardia (P. 120) ex- 
ophthalmos, warm skin, goiter, with bruit over the 
thyroid, and mild cardiac decompensation. 

There was wasting of the shoulder and pelvic 
musculature and also atrophy of the small muscles 
of the hands (Fig. 8). 

The protein bound iodine (PBI) and radioactive 
iodine uptake (RAI) were both elevated. 

On antithyroid therapy he improved in his thyro- 
toxic signs, gradually gained we‘ght and showed im- 
provement in his atrophy over the next eight 
months. 


Comment: The signs of thyrotoxicosis are 
usually, but not always obvious, and at times 
may be overlooked. Abnormalities in lab- 
oratory studies such as serum cholesterol, 
PBI, and RAI are invariably present and are 
enough to make the diagnosis when a myo- 
pathic syndrome accompanies these abnor- 


Fig. 8. Atrophy of hands in two patients with 
thyrotoxic myopathy. 
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malities. The myopathy is not associated 
with fasciculations. 

Treatment of the thyroid condition, as 
in the case of the above patient will bring 
about improvement of the myopathic picture 
as well. 


Carcinoma of the Lung 

Non-metastatic syndromes with central 
and peripheral nervous system involvement 
may occur in carcinoma, particularly of the 
lung. Such lesions may be on the basis of 
a neurotoxic effect or be on a deficiency basis 
due to a metabolic defect. Rarely, the pic- 
ture is that of a spinal cord syndrome sim- 
ulating combined system disease or amyo- 
trophic lateral sclerosis. 


Illustrative Case 8: A 54-year-old white male was 
admitted with a three-month history of weakness 
and weight loss, gradually progressing to loss of 
ability to walk. He had been a heavy smoker, and 
had a chronic cough. X-ray of the chest, six months 
prior to admission had been normal. Physical ex- 
amination at the time of admission revealed a com- 
bination of upper and lower motor neurone disease 
with atrophy, generalized, but more marked dis- 
tally, there was bilateral hyperreflexia with patho- 
logic reflexes. Chest films now showed possible 
lung tumor, verified by bronchoscopy. He rapidly 
deteriorated and died on the thirty-first hospital 
day. There was no evidence of metastasis, but the 
cord showed definite lateral column and anterior 
horn cell disease (Fig. 9). 


Comment: It is quite possible that with 
the increasing attention paid to the neuro- 
logical syndrome associated with carcino- 
mas, not only of the lung but elsewhere, 


i.g. 9. (Luxol fast blue PAS.) Section of cord 
showing demyelination of lateral column (arrow). 
Anterior horns were severely involved. (Case 7.) 


more amyotrophic lateral sclerosis syn- 
dromes will be found to be on this basis. 
There will possibly be some sensory changes 
if some degree of peripheral neuritis is pres- 
ent. 


The diagnosis of a possible operable lesion 
may be delayed if carcinoma is not consid- 
ered in the differential diagnosis of amyo- 
trophic lateral sclerosis, particularly where 
lower motor neurone disease without fasci- 
culations is present. 


Discussion 


It is evident then, that a group of diseases 
other than amyotrophic lateral sclerosis may 
produce a combination of upper and lower 
motor neurone involvement. Some of these 
are uncommon, as syringomyelia, bilateral 
ulnar atrophy, and those cases secondary 
to tumors; however, the classical amyo- 
trophic lateral sclerosis is uncommon also, 
and may not occur as frequently as mid- 
line cervical disc. 


One should be careful to do whatever tests 
are necessary to establish the presence of 
these other treatable conditions. The main 
feature of differentiation should be the pres- 
ence of fasciculations in a widely distributed 
area, as in the arms and legs. This, in the 
absence of central nervous system syphilis, 
may be enough to definitely establish the 
diagnosis. In the absence of these, however, 
every patient with weakness and atrophy of 
the small muscles of the hand should have 
x-rays of the cervical spine and possibly a 
myelogram. This assures early diagnosis 
and the onset of treatment before permanent 
changes take place. 

Chart I gives a summary of the points 
helpful in making the differential diagnosis. 


Summary 


1. A group of conditions is presented 
which may at times be confused with amyo- 
trophic lateral sclerosis. 

2. In view of the lack of treatment in 
amyotrophic lateral sclerosis and the possi- 
bility of surgical or medical treatment in 
these conditions, it is important to consider, 
these diseases in the differential diagnosis 
of amyotrophic lateral sclerosis. 
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CHART I 
Comparison of Amyotrophic Lateral Sclerosis with Various Conditions 
Disease Usual Age Changes in Atrophy Fasciculations Spinal Fluid X-Rays Myelogram 
at Onset Sensory Shpere 
Amyo- Middle age None Distal Marged; start Negative Negative Done when no 
trophic 30-50 distally in fasciculations in 
Lateral hands — Gen- lower extremi- 
Sclerosis eralized ties 
Cervical rib Early adult Frequent pain Usuallymild Rare Negative Characteristic Not indicated 
under 30 and numbness Distal 
Syphilitic Middle age Patchy or ab- Common Common; Mild Abnormal pro- Negative May be indicat- 
Smeningo- sent Diffuse and diffuse tein, serology ed negative 
myelitis Colloidal gold 
Ulnar Over 30 Ulnar distribu- Small mus- None Negative—usu- Elbow may May be indicat- 
atrophy tion; may be cles of hand ally increased show callous’ ed negative 
subjective protein with formation 
diabetes 
Syringo- Under 30— ‘‘Shawl’”’ Small mus- Frequent Negative un- May show Indicated intra- 
myelia usually distribution cles of hand Distal less block congenital medullary lesion 
present anomalies if cord swollen 
Midline cer- Middleage Usually absent Patchy, Common but Negative un- Characteristic Indicated 
vical disc & in disc. May Distal mild less block narrowing or Shows disc or 
spondylosis be in neck or present subluxation block 
shoulder Fig. 6 
Tumors Any age Pain frequent, Common; Uncommon May show Bony erosion Indicated char- 
may be no may be mild block or in- acteristic defect 
sensory loss creased protein or block 
Chronic Middle age None Marked— May be pres- Usually normal Negative Not indicated 
thyroid usually ent but not 
myopathy proximal common 


Alper, B. J., Farmer, R.: 


Role of Repeated 


3. The mechanism by which space taking 4. 


lesions of the cervical cord produce upper 
and lower motor neurone signs is shown. 
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Comments on Huntington’s Chorea 


JANE E. OLTMAN, M.D., and SAMUEL FRIEDMAN, M.D. 


Huntington’s chorea has been known for 
many years. In its fully developed form, 
the clinical picture is well crystallized. The 
combination of heredofamilial background, 
adult evolution, choreiform movements and 
progressive mental deterioration constitutes 
a readily identifiable condition. Neverthe- 
less, it is surprising how often the disease 
may pass unrecognized for a considerable 
period. Some of the descriptive and diag- 
nostic terms used by physicians illustrate 
this lack of recognition. Such phrases as 
the following have appeared on the admis- 
sion certificates of patients with frank Hun- 


tington’s chorea: “senile dementia,” ‘“‘meno- 
pausal dementia,” “marked toxic delirium,” 
“depressed and negativistic,” “athetoid move- 


ments,” ‘petit mal,” ‘‘Parkinson’s disease,” 
“uncoordinated movements—disease of the 
cerebellum,” “peculiar twitchings of the 
neck,” ‘“‘presenile dementia—possibly Alzhei- 
mer’s,” and “cerebral degeneration follow- 
ing Parkinson’s disease” It appears, there- 
fore, that this disease, even in comparatively 
full bloom, may not be recognized. Diagnos- 
tic difficulties are further increased in the 
period preceding development of well defined 
choreiform movements. The eugenic impor- 
tance of prompt diagnosis is, of course, in- 
disputable. Accordingly, we have reviewed 
a series of cases of Huntington’s chorea, 
most of which have been under our direct 
observation, with the purpose of crystalliz- 
ing factors which may be diagnostically 
helpful, especially in the early stages. 

This study is based on a series of 57 cases 
which have been observed at this institution 
since 1933. As may be inferred the disease 
is not common, It has been estimated'* that 
the frequency of Huntington’s chorea is ap- 
proximately 5 or 6 per 100,000 of the gen- 
eral population. This would imply an over- 
all incidence of some 9,000 to 11,000 cases in 
this country. Of the 57 cases 32 (56) 
were female and 25 (44%), male. This rep- 
resents a slight reversal of the usually ac- 


From Fairfield State Hosp., Newtown, Conn. 
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cepted mild preponderance in men; it corre- 
sponds to similar findings in an earlier study 
by Falstein and Stone.’ The 57 patients 
stemmed from 35 separate families. 

With respect first to heredofamilial back- 
ground, it may be stated that in 48 subjects 
the family record was positive with respect 
to the occurrence of Huntington’s chorea. In 
the remaining nine patients, all of whom pre- 
sented a classical clinical picture of the dis- 
ease, the family history was ostensibly neg- 
ative. Similar gaps in the heredofamilial 
background have been reported by others.’ 
Of these n:ne patients, one individual was an 
adopted child whose true lineage was un- 
known; in three instances no family history 
was obtainable; in three cases the other 
members of the family had remained in Eu- 
rope and their medical records were un- 
known; in one instance the patient’s father 
had died at a relatively early age; and in one 
case incidence of Huntington’s chorea in the 
family was denied by the informant. It might 
be indicated further that 7 of the 9 patients, 
in whom positive family history was lack- 
ing, are now deceased. Postmortem exami- 
nation was permitted in 5 of these 7 individ- 
uals, All revealed pathological changes in 
the brain indicative of Huntington’s chorea. 

Thus, in evaluating the family history, ap- 
propriate allowance must be made for such 
factors as inadequate or unobtainable rec- 
ords; geographical separation of families 
with resultant defects of history; adoption, 
with subsequent ignorance of true lineage; 
death of a parent prior to the appropriate 
age limit; and, on occasion, either ignorance, 
or reluctance of the family to submit infor- 
mation concerning this aspect of the family 
history. The last factor, which has also 
been emphasized by other investigators, is 
demonstrated in this brief case report. 


E.T., a 49-ycar-old male, was admitted in 1958 
from a local veterans’ hospital. The observations 
and conclus‘ons of the staff at that institution were 
summarized in the committing physician’s state- 
ment: “History of present illness-onset of illness 
approximately two years ago with facial tics. On- 
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set of disturbance of gait one year ago. In past 
six months has had detericration of memory and 
general intellectual functioning. For past two 
months is withdrawn, apprehensive about health. 

Physical findings—negative except for ? cerebel- 
lar signs on neurological, hyperactive D.T.R’s. Pneu- 
moencephalogram suggestive of atrophy. 

Mental condition — apprehensive, preoccupied, 
moves with jerky, explosive movements, manneris- 
tic, dysarthria. Impairment recent memory. Pre- 
ceccupied with health and especially ‘diarrhea.’ No 
hallucinations, but somatic delusions possible. 

Presenile dementia, possibly Alzheimer’s.” 


The description, as recorded, is character- 
istic of Huntington’s chorea. Yet the ap- 
propriate diagnosis was not made, presum- 
ably chiefly because pertinent family history 
was not made available. Following his trans- 
fer to this hospital, the subject was promptly 
identified as the son of a patient who had had 
Huntington’s chorea and had expired at this 
institution seven years previously. Personal 
knowledge of the family background and 
continuity of medical attendance thus con- 
firmed the clinically recognizable condition. 

Finally, it should be emphasized that an 
apparently negative family history at an 
earlier temporal period may later become 
positive by the appearance of the disease in 
a previously asymptomatic sibling. Thus the 
diagnosis may be ultimately established in 
a bizarre or previously doubtful case, as il- 
lustrated in Winn’s report‘ and in the case 
of A.F., reported below. 

With respect to racial distribution, it is 
well established that the disease may occur 
in all races. Accordingly, this factor is of 
no diagnostic importance. In the present 
series, 36 subjects were of at least second 
generation American stock and, as might be 
expected, most of these families came from 
Connecticut or nearby New York. The re- 
mainder were distributed racially as follows: 
Irish 5, German 1, Swedish 2, Lithuanian 2, 
Austrian 3, Jewish 2, Italian 1, Colored 3 
(all members of the same family) and un- 
known 2. Wilson’s’ impression that the dis- 
ease is more frequent among southern Euro- 
pean peoples is not confirmed in this series. 

The age of onset of the disease has been 
well defined. All reports are in agreement 
that the peak incidence occurs in the latter 
portion of the fourth decade and the early 
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years of the fifth decade of life. A few com- 
ments concerning the extremes of the age 
period may be pertinent. It is also agreed 
that the disease may appear, without undue 
rarity, before the age of 20 and after 60. 
Davenport indicated that about a sixth of 
his large series of cases commenced by the 
age of 20. This figure is higher than thai 
indicated in other reports. Bell® reported 
that approximately 10% of 460 cases began 
before the end of the second decade; Falstein 
and Stone’ found 2 of 55 cases (4%); and 
Huet’s* figure was 4 of 67 individuals (6% ). 
Hughes” series of 143 patients included 4 
(3% ) whose onset was before 20 and 13 
(9% ) if the 20th birthday were included in 
the temporal period. In the present series 
satisfactory information concerning the age 
of onset was available in 52 cases. Of these, 
3 (6%) began before the age of 20. The 
youngest was 16. At the other end of the 
age axis, Hughes reported that 3 of 143 
cases (2%) began after the age of 60; 
Huet’s data included 2 of 67 (3%); and Fal- 
stein and Stone found 11 of 53 cases (21% ). 
In the present series there were 5 individ- 
uals (10%) whose illness was apparently 
first manifested between the ages of 60 to 
70. The oldest was 70. In brief, therefore, 
it is apparent that despite the accepted peak 
incidence of the disease, Huntington’s cho- 
rea may be initiated at almost any period of 
life prior to the senium. Onset after the 
age of 70 is rare and in such instances cho- 
rea due to senile or vascular changes should 
be suspected. 


With respect to the type of onset, it has 
been indicated repeatedly that emotional and 
behavioristic abnormalities frequently pre- 
cede the onset of frank choreiform move- 
ments. Yet this sequence of development 
does not seem to be generally appreciated. 
This observation is quite disparate from the 
conclusion’:'’ that emotional or personality 
abnormalities do not possess predictive value 
with respect to the ultimate development of 
the disease in members of choreic families. 
A number of individual reports as well as 
psychiatric and neurological textbooks have 
affirmed that Huntington’s chorea is fre- 
quently ushered in by personality changes, 
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emotional abnormalities, gradual  with- 
drawal, disinterest and other psychic altera- 
tions. Precise evaluation of the sequence of 
events has not been so well defined. 


The present study revealed the following 
information concerning this area of interest. 
In 19 cases (33% ) emotional and personality 
alterations were emphasized as the earliest 
symptoms; in 13 instances (23%) chorei- 
form movements appeared first; in 14 cases 
(25% ). the two components began more or 
less concurrently; and in 11 cases (19%) 
the exact temporal relationship could not be 
established. Of course, these figures must 
be regarded as only approximate. Admit- 
tedly, it is difficult to crystallize the onset of 
an insidious disease such as Huntington’s 
chorea. The delineation of both time and 
type of onset will depend to some extent on 
the alertness, sophistication or general ori- 
entation of the observer, on the one hand, 
and the clarity of evolution of objective fea- 
tures, on the other. Thus, to some observ- 
ers, truculence, assaultiveness, temper tan- 
trums, and destruction of clothing and furni- 
ture might constitute more incisive historical 
landmarks than the appearance of a few mi- 
nor twitchings awkwardness of gait, or gen- 
eral clumsiness. Conversely, rapid develop- 
ment of choreic movements and dysarthria 
might constitute a clearer crystallization of 
the onset of the disease than gradual with- 
drawal, asocial tendencies, or disinterest. 
Despite these qualifications, it is apparent 
that in a very significant proportion of cases 
the onset of Huntington’s chorea is char- 
acterized by the appearance of psychic, ra- 
ther than neurologic changes. These psychic 
alterations may precede the development of 
choreiform movements by months or even 
years. Obviously in this phase diagnostic 
difficulties are maximal. 

The most frequently encountered psychic 
symptoms are recorded in the following ta- 
ble. This includes all cases in the series, ir- 
respective of whether the psychic symptoms 
preceded, followed, or were concurrent with 
the development of the neurological com- 
ponents. Analysis of the data from this 


standpoint did not reveal any significant dif- 
ferences. 
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TABLE I 
Early Psychic Alterations Observed 

Symptom No. Cases 
1. Temper tantrums and outbursts, threat- 

ening attitudes, abusiveness, combative- 

ness, assaultiveness and physical vio- 

lence, throwing or destroying things ...... 36 
2. Irritability, obstinacy, argumentative- 

ness, querulousness, quarrelsomeness ...... 23 


3. Emotional instability, impulsiveness, ex- 
citability, crying episodes, moodiness, 
childishness, ‘‘hysteria,’’ nervousness ...... 22 

4. Depression, suicidal ideas or threats, 
frank suicidal attempts, depression and 
anxiety about inheritance of disease ........ 21 


5. Untidiness, decline of interests, neglect 
of personal appearance and household, 
withdrawal, seclusiveness, self-preoccu- 
pation, inattentiveness, indolence ............. 28 


6. Jealousy, suspiciousness, accusations, ide- 
as of infidelity, paranoid ideas or delu- 


7. Other—restlessness, setting fires, fear of 
being alone, excessive drinking, sexual 
precccupation, somatic complaints, self- 
exposure, grandiosity, insomnia, hyper- 
criticality, obscenity, frank psychosis .... 30 


It is apparent that some type of emotional 
alteration occurred most frequently. Differ- 
entiation among the first several items in the 
table is difficult. However, the first group 
is intended to denote various degrees of 
emotional abnormality which were associ- 
ated with the implication of accompanying 
physical disturbance; the second is devoted 
to changes revolving about irritable, obsti- 
nate attitudes; and the third to more dif- 
fuse phases of emotional lability. The fourth 
group is confined to more specific depressive 
features. Another major set of symptoms 
included general withdrawal, asocial trends, 
untidiness and constriction of interest. These 
features may of course, be early indications 
of the later, progressive mental deteriora- 
tion. Another set of symptoms, which oc- 
curred with some degree of frequency, in- 
cluded paranoid, suspicious attitudes, partic- 
ularly ideas of infidelity directed against the 
spouse. The final group of symptoms in- 
cluded non-related features, each of which 
occurred in two or more cases. Some are 
reflections of disturbed judgment, reduction 
of normal] ethical or moral control, or other 
disturbance of higher cerebral functions. 

The relative frequency of suicidal at-. 
tempts, either abortive or consummated, by 
individuals with Huntington’s chorea has 
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been reported repeatedly. In this series of 
cases, the histories indicated that five in- 
dividuals voiced suicidal threats and six 
made frank suicidal attempts. Our experi- 
ence indicates, however, that suicidal fea- 
tures occur essentially in the early phases of 
the disease, as they were not observed in 
any patient following hospitalization. Pre- 
sumably this is related to the increasing 
mental deterioration and apathy. 


The occurrence of frank psychoses, either 
affective or schizophreniform in nature, 
years before the appearance of frankly rec- 
ognizable chorea, has been reported fre- 
quently. Three patients in this series un- 
derwent hospitalization for a _ preliminary 
psychotic episode. In another instance the 
onset of the disease was characterized by 
the appearance of a catatonic-like episode. 
Two of these cases appear to be of partic- 
ular interest: 


E.T. was first hospitalized in November 1943 at 
the age of 43. Shortly prior to his commitment he 
had been apprehended by police for molesting a 
weman on the street. While incarcerated in jail, 
he exhibited various behavioristic abnormalities; for 
example, he paraded about in the nude, he assumed 
pontifical attitudes. He voiced a number of delu- 
sions; that he had a special mission on this earth— 
to protect married men from loose women. 


At the time of his first admission, no pertinent 
family history was obtained—possibly due in part 
to limitations of personnel during the war period. 
In the early course of hospitalization he exhibited 
numerous behavioristic difficulties. He attempted 
to hide in various areas and to approach female 
patients. On the occasion of visits by his family 
he would make open sexuai advances toward his 
wife, and he attempted to rape his adolescent 
daughter. A diagnosis of dementia praecox, para- 
noid type was made. After a degree of improve- 
ment he was released in October 1944. 

He was readmitted in March 1951. The interval 
history indicated that during the preceding four 
years he had attended the neurological clinic of a 
local general hospital. This record revealed that 
“he had developed athetoid movements and had be- 
come progressively more belligerent and paranoid.” 
He was hospitalized at another local hospital in 
December 1950 after a second suicidal attempt in 
which he had jumped from a second story window 
and had sustained a fracture of the first lumbar 
vertebra and a Pott’s fracture of the right ankle. 
He was described as being uncooperative and in- 
continent. Choreiform movements were noted. 

At the time of his readmission a family history, 
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heavily tainted with Huntington’s chorea, was ob- 
tained. The patient was withdrawn, irritable and 
paranoid in his attitude. Neurological examination 
revealed choreiform movements, dysarthric speech 
and hyperactive reflexes in the lower extremities. 
He expired in January 1952 at the age of 51. Post- 
mortem examination revealed changes character- 
istic of Huntington’s chorea. It might be added 
that this patient’s daughter was hospitalized six 
vears later, at age 28, with Huntington’s chorea. 


A.F. was first hospitalized in May 1950 at the 
age of 47. At that time the family history re- 
vealed that her mother was living and relatively 
well at 82; her father had died at about 42 years 
of age, when the patient was six. The anamnesis 
revealed some loss of interest and diminution of ac- 
tivities for almost a year. For several months prior 
to hospitalization she was unduly concerned about 
her health. She complained vaguely of somatic 
difficulties, referable chiefly to the gastrointestinal 
tract. She exhibited ‘nervous episodes’ and tan- 
trums in which she would scream at her husband. 
She failed to accomplish her usual household tasks 
and her husband had to assume many of these du- 
ties. She would sit idly, fussing about her abdomi- 
nal complaints or picking at her skin. Psychiatric 
examination revealed a whining, complaining indi- 
vidual who exhibited a stereotyped preoccupation 
with her health. She was somewhat retarded. Oc- 
casionally, she would voice incongruous, inappropri- 
ate remarks. Neurological examination revealed 
the presence of brisk reflexes and a transient clonus 
and equivocal Babinski on the right. On psycholog- 
ical tests she achieved a full scale I.Q. of 80; the 
record was suggestive of organic impairment. The 
diagnosis was not well crystallized; however, it was 
finally recorded as involutional melancholia. She 
made a satisfactory adjustment in the hospital and 
was released in August 1950. 


She was readmitted five years later. The inter- 
val history revealed that she had adjusted fairly 
well until a year prior to rehospitalization. She 
then became increasingly more careless about her 
personal appearance and household chores. She 
appeared withdrawn, secretive, and uncooperative. 
She was argumentative with her husband and 
neighbors. At night she insisted on leaving lights 
burning in the bedroom so that finally it was nec- 
essary for her husband to remove the light bulbs 
every evening before retiring. In the physical 
sphere, progressive weakness and imbalance had 
appeared. Neurological examination now revealed 
characteristic choreiform movements, hyperactive 
reflexes, bilaterally positive Babinski and unsus- 
tained ankle clonus. In the interim between this 
patient’s hospitalizations, her sister had been ad- 
mitted to this hospital with obvious Huntington’s 
chorea. Thus the diagnosis was clearly established 
and confirmed. It might be indicated further that 
the patient’s mother finally expired at this hospital 
at the age of 87 of senility; presumably, the heredi- 
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tary trait had been transmitted by the father who 
had remained asymptomatic up to his death at 42. 


In the case of E.T. there were no clues 
pointing to the final correct diagnosis at the 
time of the patient’s first hospitalization. 
Even if the family history had been avail- 
able, it would have been difficult to equate 
that episode of mental illness with the on- 
set of Huntington’s chorea. Contrariwise, 
the case of A.F. is one in which the earlier 
addition of a positive family history would 
have created strong suspicion of the correct 
diagnosis, The combination of ill defined 
psychic abnormalities, alteration of reflexes, 
and tentative indications of organic impair- 
ment on psychological tests, in the presence 
of a positive heredofamilial background, 
should direct the physician’s attention to 
the diagnosis of Huntington’s chorea, even 
in the absence of choreiform movements. 

Later psychic changes are, of course, char- 
acterized by progressive mental deteriora- 
tion with features similar to those resulting 
from any organic cerebral impairment. These 
changes occur most consistently, although 
Minski and Guttmann" described one family 
in which mental deterioration was lacking. 
In the absence of progressive mental deteri- 
oration, some other type of chorea should 
probably be suspected. 

With respect to neurological findings, em- 
phasis has been devoted almost entirely to 
the extrapyramidal features. Relatively lit- 
tle attention has been devoted to the state of 
the reflexes. Most standard neurological 
texts lack any reference to this phase of the 
neurological status in Huntington’s chorea. 
In Wilson’s authoritative text it is affirmed: 
“Apart from mental and extrapyramidal 
symptoms the nervous system is, as a rule, 
functionally intact.” Merritt’? stated: “Sen- 
sation remains intact and the reflexes are 
normal.” However, Jelliffe and White’ in- 
dicated that, “the knee jerks are active or 
uninvolved,” and in a more recent text Al- 
pers" asserted: tendon reflexes are at 
first normal but later become overactive.” 
Similarly, most psychiatric texts fail to 
make reference to this specific item, although 
Noyes,’ and Henderson and Gillespie'® noted 
that “the tendon reflexes are increased.” 
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Thus there has been relatively scant atten- 
tion to, or information concerning this por- 
tion of the neurological status. 

For some time we have been impressed by 
the frequent occurrence of hyperactive re- 
flexes in this disease, and this impression 
has been confirmed by the data of this study. 
Table II summarizes the state of the reflexes 
and associated pyramidal tract signs, as re- 
vealed by a single examination, in this se- 
ries of patients with Huntington’s chorea. 


TABLE II 


Hyperactive Reflexes and Associated Signs 
Sign No. Cases 


Hyperactive reflexes 
plus transient or unsustained ankle clonus 
plus positive Babinski and Hoffmann ...... 
plus positive Babinski, Hoffmann and an- 

plus positive knee and ankle clonus .......... 
plus equivocal 
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Thus 39 of the 57 cases (699% ) revealed hy- 
peractive reflexes (particularly the quadri- 
ceps) and in 18 instances this finding was 
accompanied by some other evidence of py- 
ramidal tract involvement. Multiple exami- 
nations through the years might well have 
increased this incidence. Efforts to delin- 
eate any specific temporal relationship of 
this finding to the duration of the disease 
were not successful. It might be indicated 
that most of the patients were hospitalized 
after the disease was relatively well ad- 
vanced, However, it is interesting to note 
the findings in several specific cases. Two 
patients (a pair of twins), in whom the diag- 
nosis was made very early, before the de- 
velopment of frank choreiform movements, 
did not exhibit hyperactive reflexes. On the 
other hand, in the case of A.F., noted above, 
hyperactive reflexes and transient ankle clo- 
nus were present at the time of her first ad- 
mission to the hospital, several years prior 
to the crystallization of the disease. 

Pleydell'’ has stressed the importance of 
dyslalia as an early sign and has affirmed 
that Huntington’s chorea should always be 
considered whenever difficulty or hesitancy 
of speech occurs in early adult life. The data 
obtained in this group of patients did not 
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appear to lend definite confirmation to this 
conclusion. Dysarthria was emphasized by 
the informant in eight cases. In only one 
instance could it be regarded as an early 
feature; in the other seven cases choreiform 
movements had already been established so 
that the speech difficulty could not be re- 
garded as an early manifestation. Dysar- 
thria as an integral feature of the fully de- 
veloped disease is encountered regularly. 

Brief comment concerning the choreiform 
movements themselves may be pertinent, 
chiefly with respect to their status in the 
early and late stages of the disease, when 
the chorea may not be manifested in charac- 
teristic form. It is well to remember that 
at first there may be merely some awkward- 
ness of gait, clumsiness, dropping of objects, 
minor twitchings of face or shoulders, lack 
of quietude, fidgetiness and excessive, ill- 
harmonized movements. At times the pa- 
tient may make some effort to disguise the 
excessive purposeless movement with an ap- 
parent afterthought of purposeful direction. 
As the disease advances, typical choreiform 
movements become fully matured. With the 
passage of years, however, the intensity of 
the chorea may subside, and again the pa- 
tient manifests chiefly an awkward, ungainly 
gait, dysarthria, minor twitchings and move- 
ments, and lack of repose. Huntington’s cho- 
rea may also occur. In this series sine chorea 
one patient presented this particular type of 
involvement. The diagnosis was supported 
by the presence of mild ungainliness, dys- 
arthria, profound intellectual deterioration 
and a heavily tainted family history. 

The electroencephalogram offers some sup- 
portive diagnostic assistance. Early stud- 
ies indicated that the EEG is abnormal in a 
high proportion of cases of Huntington’s 
chorea; however, the pattern is not a specific 
one. Electroencephalographic examinations 
could be performed in only a few of our 
cases. They revealed usually mildly abnor- 
mal records in diffuse, non-specific fashion. 
It is interesting to indicate that the records 
of two patients (the pair of twins noted 
above) showed some degree of abnormality 
at a very early phase of the illness, and 
prior to the appearance of choreiform move- 
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ments. In this regard it is pertinent to note 
the work of Patterson et al.'* who found the 
EEG of predictive value in the children of 
choreic families. However, this conclusion 
has not been confirmed. 
Discussion 

We have been concerned chiefly with the 
features which may be helpful in the early 
diagnosis of Huntington’s chorea, prior to 
the development of a fully crystallized clini- 
cal entity. It is apparent that the heredo- 
familial background is an important consid- 
eration which will direct attention to the 
correct diagnosis in many instances. How- 
ever, there may be gaps in the family his- 
tory due to a variety of causes. These gaps 
will be reduced by the physician’s personal 
knowledge of the family record; however, 
death of one or both of the parents prior to 
the appropriate age limit may be an addi- 
tional obstacle. An apparently negative fam- 
ily history may, in turn, be rendered posi- 
tive by the appearance of the disease in a 
previously asymptomatic sibling. In in- 
stances of well defined disease, which in- 
cludes all other aspects of the condition, the 
diagnosis can be made appropriately, even 
if the available family history is presumably 
negative. It is doubtful, however, whether 
such cases represent instances of the disease 
arising de novo, In our experience, it is more 
likely that there is merely a deficiency of 
knowledge or that information has been de- 
liberately or unwittingly withheld or altered. 
It is not rare, for example, for an informant 
to indicate that a member of the family died 
of a “brain tumor,” or “hardening of the 
arteries” or some other condition, only to 
discover, by communicating with the appro- 
priate hospital, that the disease was actually 
Huntington’s chorea. Despite the well rec- 
ognized peak of onset of the disease, it is 
well to remember that Huntington’s chorea 
may be initiated at practically any age pe- 
riod, from adolescence to the senium. Thus 
the age factor, within the limits indicated, 
should not be a barrier to consideration of 
the appropriate diagnosis. 

It should be emphasized that more fre- 
quently than not the disease is initiated by 
psychic alterations rather than neurological 
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changes. In the main these consist of emo- 
tional changes in which features such as ir- 
ritability, obstinacy, temper tantrums, as- 
saultiveness, emotional instability and de- 
pressive components loom large. General 
withdrawal, apathy, loss of interest and inat- 
tentiveness are also encountered frequently. 
They may be the forerunners of the later, 
progressive mental and intellectual deterio- 
ration. Jealous, suspicious, paranoid type of 
reaction is not rare, and finally there may 
be a wide variety of other behavioristic ab- 
normalities or antisocial acts, reflecting de- 
fects of judgment and ethical sense, which 
may bring the individual into the public eye. 
The type of psychic alteration does not seem 
to depend upon whether these abnormalities 
precede, follow, or intervene concurrently 
with the choreiform movements. 

Aside from the extrapyramidal features, 
neurological changes—specifically, hyperac- 
tive reflexes, particularly of the quadriceps— 
are frequent. There may also be additional, 
associated signs in the form of unsustained 
or transient ankle clonus and positive Babin- 
ski and Hoffmann, It is difficult to indicate 
how early in the course of the disease these 
features may appear but there is suggestive 
evidence pointing to the assumption that, in 
some instances at least, they may be pres- 
ent long before choreiform movements are 
manifested. Dysarthria is common; it is not, 
as a rule, an early manifestation but occurs 
in combination with other classical neurolog- 
ical features. The EEG may reveal diffuse, 
non-specific abnormalities in many instances. 
Psychological tests frequently give evidence 
of organic deterioration. 


It may be concluded, therefore, that in an 
individual with a family history of Hunting- 
ton’s chorea, the development of personality 
alterations and evidences of impairment of 
emotional control should direct the physi- 
cian’s awareness to the possibility that this 
status represents the onset of Huntington’s 
chorea. The additional finding of hyperac- 
tive reflexes, with or without associated py- 
ramidal tract signs, lends furtner probabil- 
ity to the presence of the disease. Further 
tentative confirmatory signs are abnormali- 
ties in the electroencephalogram and evi- 
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dences of organic deterioration in psycho- 
logical tests. 


Summary 


A study of 57 cases of Huntington’s cho- 
rea revealed that the onset of the disease is 
associated with the development of personal- 
ity and emotional alterations. In many in- 
stances these psychic changes precede the 
development of choreiform movements. Hy- 
peractive reflexes, with or without associated 
pyramidal tract signs, are frequently pres- 
ent. In the presence of a positive family his- 
tory, the appropriate diagnosis should be 
suspected in any instance in which these fea- 
tures appear, even though choreiform move- 
ments are not yet manifested. 
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Marplan in the Treatment of Depression 


(A Preliminary Study) 


JOHN E. Mock, M.D., CELESTINO PANERO, M.D.., 
and NATHANIEL ROBINSON, M.D. 


From a neuropsychiatric viewpo-nt inter- 
est in the amine oxidase inhibitors began 
after the observation of mood elevation as 
a side effect of the hydrazines in the treat- 
ment of tuberculosis. The side effect led to 
the discovery that iproniazid, which is a 
hydrazine, was an amine oxidase inhibitor. 
The enzyme, amine oxidase, had been dis- 
covered many years earlier. 

Among the amines oxidized by this en- 
zyme are serotonin, epinephrine and norepi- 
nephrine. Serotonin is found chiefly in plate- 
lets, the chromatin cells of the intestinal 
tract and the brain. The quantity of sero- 
tonin in the brain parallels closely that of 
norepinephrine. ' 

It was discovered that the administration 
of reserpine caused a fall in the levels of 
serotonin, along with a behavioral change.°’ 
It is postulated that reserpine releases sero- 
tonin from a bound to a free state and thus 
is more readily oxidized by amine oxidase.*:' 
When an amine oxidase inhibitor was given 
prior to the administration of reserpine nei- 
ther the fall in serotonin levels nor the pat- 
tern of depression took place.’ Thus, the 
stage was set for a full investigation of am- 
ine oxidase inhibitors and their usefulness in 
neuropsychiatry. 

One of the newer amine oxidase inhibitors 
is Marplan (1-benzyl-2-|5-methyl-3-isoxazo- 
lylearbonyl| hydrazine), introduced for the 
metabolic treatment of certain neuropsychi- 
atric disorders. The potency of Marplan in 
potentiating serotonin both in vitro and in 
vivo has been found to be many times that 
of iproniazid. 

The purposes of this study were two-fold: 
First, to gain suggestive evidence of the clin- 
ica] efficacy of the drug through a careful 
evaluation of the response of a group of pa- 
tients who demonstrated depression as the 
outstanding clinical symptom; second, to 
evaluate its toxic potential by means of peri- 


odic, precise determinations of its effect on 
hepatic, renal, and hematopoietic tissues. 


Material and Methods 


The in-patient division of the Psychiatric 
Department of the Philadelphia General Hos- 
pital, Philadelphia, the setting for the study, 
is a unit of more than 200 beds with an ad- 
mission rate of eight to ten patients per day. 
After discharge from the hospital, upon com- 
pletion of the necessary in-patient treat- 
ment, a significant majority of patients are 
referred to the out-patient division of the 
Psychiatric Department of Philadelphia Gen- 
eral Hospital for follow-up care. This par- 
ticular organizational structure proved ad- 
vantageous for those patients who responded 
to the total treatment situation with rapid 
and sometimes dramatic improvement. When 
these patients were discharged from an in- 
patient status to their homes, subsequent 
evaluations were carried out in the clinic. 


Thirty consecutive adult patients were 
chosen for study from current admissions 
to the in-patient division of the Psychiatric 
Department between August 1959, and Feb- 
ruary 1960. The only criterion for selection 
was the presence of depression as the pre- 
dominant clinical finding. 


The possibility that some cases of depres- 
sion passed through the psychiatric service 
without being detected because of faulty in- 
terviewing techniques must be acknowl- 
edged. Nevertheless, within the limits of 
our perceptiveness and alertness, every con- 
secutive case of depression was included in 
the study, with only two known exceptions. 
Both of these individuals were diagnosed as 
manic-depressive reaction, depressed type, 
with a history of repeated depressive epi- 
sodes, hospitalization, and rapid, successful 
remissions with ECT therapy. In their cases, 
it was decided that a prolonged period of 
hospital treatment, with a resultant absence 
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from employment and loss of income, wouid 
constitute a serious hardship. Accordingly, 
they were treated by the more conventional 
methods of ECT therapy, which had re- 
peatedly proven so successful in their pre- 
vious illnesses. 

A Depression Rating Scale was drawn up 
to determine the presence and degree of de- 
pression (Table I). Both psychiatrists in- 
dependently conducted psychiatric evalua- 
tions prior to the inception of treatment, and 
six subsequent evaluations at two-week in- 
tervals during the twelve-week period of 
treatment established as adequate, for pur- 
poses of the study. The presence of the dif- 
ferent symptoms and signs was noted on the 
Depression Rating Scale at each examina- 
tion; the degree of each symptom was indi- 
cated as severe, moderate, and mild. 

The group consisted of 22 females and 8 
males, The female patients ranged in age 
from 25 to 71 years, with an average of 52, 
and the male 32 to 62 with an average of 43 
years. The average age for the entire study 
group was 50 years, 


TABLE I 
Depression Rating Scale 


INO: 


Symptoms: 

Delusions of guilt 
and unworthiness 
Hypochondria and 


1. Despondency, sadness_ 7. 
2. Fatigue 
3. Lack of interest and 8. 
emotional response psychosomatic com- 
4. Helplessness, hope- plaints 
lessness, pessimism, 9. Insomnia 
and despair 10. Anorexia and we:ght 
5. Feelings of incapacity loss 
and inferiority 11. Self-depreciation 
6. Suicidal drive 


Signs: 
1. Depressed appearance tion 
and attitude 3. Agitation 


2. Psychomotor retarda- 
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With the selection of patients based upon 
the presence of depression as a predominat- 
ing feature of the clinical picture, it was in- 
evitable that the patients would fall into dif- 
ferent diagnostic categories. There was re- 
markably little disagreement about diagno- 
sis between the two psychiatrists, with only 
one patient really presenting a classification 
problem and this a minor one, namely, dif- 
ferentiating between psychotic depressive 
reaction and manic-depressive reaction, de- 
pressed type. The diagnostic groups were 
distributed as follows: 


Involutional psychotic reaction 
Psychotic depressive reaction 
Manic depress:ve reaction, depressed type ........ 
Neurotic depressive reaction 
Schizophrenic reaction, paranoid type 
Schizophrenic reaction, chronic undifferentiated 


Schizophrenic reaction, schizo-affective type .... 


30 

An attempt to rate the patients according 
to the severity of depressive symptomatol- 
ogy found the psychiatrist investigators in 
remarkable accord: half showed a severe de- 
gree of depression, and half, a moderate de- 
gree. 
Suicidal drive was present in 14 patients, 
with four of the patients having been ad- 
mitted to the hospital as a direct result of a 
suicidal attempt. Two other patients gave 
a history of recent abortive suicidal actions. 
Altogether, six patients were rated as se- 
verely suicidal and eight moderately so. 
Only eight had no history of previous psy- 
chiatric hospitalization, the remaining 22 pa- 
tients totaling 45 previous admissions for 
in-patient psychiatric treatment. The old- 
est patient in the study was a 71-year-old 
woman with a diagnosis of manic-depressive 
reaction, depressed type, with a history of 
five previous hospitalizations for depression. 
Her previous hospital stays had varied in 
length, ranging between six and twelve 
weeks. In the past, she had responded well 
to ECT therapy. On the drug, improvement 
appeared at four weeks, and had progressed 
to an excellent degree by eight weeks. She 
was discharged at the end of ten weeks. 
Initially, each of the patients received a 
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physical examination and psychiatric evalu- 
ation by the interne and resident on the par- 
ticular service to which the patient was as- 
signed in accordance with routine procedure 
of the department. They also underwent the 
routine testings and diagnostic procedures: 
hemoglobin, WBC with differential, fasting 
blood sugar, and urea nitrogen determina- 
tions; along with serology tests, electrocar- 
diogram and 14x 17 inch x-ray of the chest. 
After a patient was deemed suitable for the 
study from a psychiatric standpoint, a med- 
ical history was taken and a physical exami- 
nation performed by the internist investi- 
gator. Final inclusion in the study was de- 
pendent on his clearance. 

If there was a history or clinical evidence 
of hepatic or renal disease, or of a blood 
dyscrasia, or any finding that suggested the 
possibility of such pathology the patient was 
rejected for the study. Three patients were 
found medically unsuitable for the study by 
the internist investigator at his initial eval- 
uation: one with chronic renal disease; one 
with a history of hepatitis, and an enlarged, 
irregular liver and one with an abnormal re- 
sponse to the liver function tests. 

Before prescribing Marplan the following 
determinations were done on each patient: 
hemoglobin, KBC, urinalysis, SGO-T and 
BSP. These tests were repeated every two 
weeks for the duration of the patient’s stay 
on the project. In addition, each patient re- 
ceived a physical check-up every two weeks 
or oftener as determined by complaints or 
appearance of objective signs. 

The initial dosage in every case was 10 
mg. t.i.d. In only five cases was the initial 
dosage level increased, 50 mg. daily in one, 
and 40 mg. daily in four patients. Only one 
of this group completed the study with im- 
provement, rated as moderate in degree, the 
other four being grouped among the failures. 

Results 

The degree of the patient’s improvement 
upon completion of twelve weeks on the drug 
was rated according to the Depression Rat- 
ing Scale as excellent, good. moderate, slight, 
or failure. 

Sixteen patients (53% ) were rated as ex- 
cellent recoveries. Of this group, seven pa- 


tients were completely asymptomatic; nine 
patients retained only one or two symptoms 
to a mild degree. 

Three patients (10%), completed the 
study with good results. On the Depression 
Rating Scale, one patient retained three 
symptoms to a mild degree; the second pa- 
tient retained three symptoms to a mild de- 
gree, and one to a moderate degree; and the 
third patient retained five symptoms of de- 
pression to a mild degree. 

Moderate improvement was seen in four 
patients (13.3% ) at the end of 12 weeks. In 
this group, there was symptom retention 
ranging from seven symptoms of mild de- 
gree to three of moderate degree. 

One patient (3.38%), showed slight im- 
provement. 

Finally, six patients (20%), failed to re- 
spond to the medication to any significant 
degree. All but one of the patients were 
dropped from the study prior to the expira- 
tion of the twelve-week investigation period. 
The duration of Marplan therapy varied 
from 3 to 10 weeks. This deviation from the 
original design was necessitated by the pa- 
tients’ complete failure to respond to the 
drug. More especially, the intensity of 
symptoms and the attendant suffering made 
a different therapeutic approach imperative. 

Of the patients who responded favorably 
to the drug, 14 began to improve at the end 
of 2 weeks, 8 after 4 weeks, and only one 
showed a delayed response with symptom 
alleviation appearing only after the sixth 
week of treatment. 

When a patient’s response to treatment 
was marked by a rapid remission of symp- 
toms, arrangements were made for discharge 
from the in-patient section prior to the ter- 
mination of the twelve-week study period, 
with subsequent follow-up in the out-patient 
clinic, on a maintenance dose of Marplan ad- 
justed to the clinical status of the patient. 
Thus, one patient was able to leave the hos- 
pital after only four weeks of treatment; 
2 patients after 6 weeks, 3 patients after 8 
weeks, and 5 patients after 10 weeks. Ten 
patients were discharged from the hospital 
at the end of the twelve-week study period. 
Two patients, both male schizophrenics, re- 
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mained within the hospital despite signifi- 
cant improvement of their depressive symp- 
tomatology, in order to receive further treat- 
ment for their basic psychiatric disorder. 

Thus, 21 or all but two of the patients in- 
cluded in the excellent, good, and moderate 
improvement groups eventually were re- 
ferred to the out-patient clinic for follow-up. 
Six patients failed to initiate clinic visits. 
The remaining 15 were followed for periods 
ranging from 3 to 8 months subsequent to 
the study. Two patients developed recur- 
rences of their depressive illness. The rest 
all held their improvement, with several re- 
porting progressive symptomatic relief. 

Of the two patients who again became ill, 
one was a 61-year-old woman moderately de- 
pressed, whose illness was characterized by 
the most severe hypochondriasis and psy- 
chosomatic complaints of anyone in the 
study. This depressive illness was her third 
in sixteen months. Her improvement on 
Marplan was rapid, although a mild degree 
of somatic preoccupation persisted. She be- 
gan attending clinic after 12 weeks of in-pa- 
tient drug treatment. Marplan was discon- 
tinued one month after her discharge from 
the hospital. Three months later her symp- 
toms recurred and she was rehospitalized. 

The second patient was a woman of 58 
years, who was undergoing her fifth depres- 
sive illness when admitted to the study. She 
had a long history of severe constipation and 
insomnia. Her depression was accompanied 
by marked agitation. She improved slowly 
on Marplan and at the time of her discharge 
from the hospital after 12 weeks of treat- 
ment, still complained of a moderate degree 
of insomnia and showed mild agitation. As 
an out-patient she continued to receive Mar- 
plan for 6 weeks. Her remission held for 
10 months, when a recurrence of depressive 
symptomatology more severe than before de- 
veloped, making it necessary to admit her 
again to the hospital. 

Medical Aspects: 

No abnormalities of hemoglobin, leuko- 
cytes, urine, or hepatic functions developed 
during the 12 weeks of investigation. 

The safety of Marplan is further substan- 
tiated by the fact that it was well tolerated 
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by a young male diabetic patient, without 
untoward effect on his metabolic disease, 
and a female patient on medical treatment 
for a duodenal ulcer. Her progressive im- 
provement on a medical regimen was unaf- 
fected by the concomitant use of the anti- 
depressant medication. Finally, two cardiac 
patients, one 18-months’ post-myocardial in- 
farction, another with a 5-year history of 
angina, reported subjective improvement of 
their medical symptoms. 


Side Effects: 

Two of the patients in this series com- 
plained of pruritus after receiving the drug 
for two weeks. One of them complained also 
of paresthesia. These symptoms disappeared 
in one week, and ten days respectively, al- 
though the drug was continued. 

One patient developed a maculopapular 
rash with pruritus two weeks after being on 
Marplan therapy. Within seven days after 
the dosage was reduced from 30 mg. to 20 
per day, rash and pruritus disappeared. 

Ankle edema not attributable to cardiac, 
renal, hepatitic, vascular or electrolytic eti- 
ology, developed in two patients, but this 
condition vanished on conservative therapy 
—ace bandages, and elevation. ; 

One patient had an episode of hypoten- 
sion, fall in systolic blood pressure of 25 
mm. of Hg., after being on medication for 
four weeks. This quickly returned to nor- 
mal after she assumed the supine position, 
and the condition was avoided by the simple 
expedient of having the patient lie down for 
20 minutes after ingestion of medication. 

The patient who developed unilateral an- 
kle edema also had several episodes of blur- 
ring of vision for a period of two weeks but 
this symptom gradually disappeared. 

None of the side effects encountered re- 
quired discontinuance of the medication and 
in the patient who developed a maculopapu- 
lar rash the dosage was reduced. 


Discussion 
Undoubtedly, our results would have been 
more meaningful had a system of careful 
controls been built into the study. The con- 
tributions to the improvement of the patient 
of a sympathetic, therapeutically oriented 
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staff, including psychiatrists, nurses, at- 
tendants, recreational and occupational ther- 
apists were undoubtedly considerable. The 
removal of a patient from a disturbing en- 
vironment to a setting where genuine con- 
cern and interest are consistently shown 
likewise, exerts its therapeutic effect. Fi- 
nally, the tendency of depressed patients to 
enter into spontaneous remission must be 
considered in evaluating the results. How- 
ever, despite the limitations of the study, 
the results offer strong presumptive evidence 
of the efficacy of Marplan in the treatment of 
depression, 

Our second purpose was admirably served 
by the study. The results indicate that Mar- 
plan is a safe drug to administer. There was 
no evidence of liver toxicity based upon care- 
ful tests of function. The comparatively 
mild side effects appeared in only 20 per cent 
of the patients and at no time required dis- 
continuance of the drug. 

Some attempt was made to explain the dif- 
ferences between the recovery group and 
those patients classed as failures. Certain 
trends noted are presented in lieu of a clear 
delineation of the precise role of Marplan in 
the treatment of depression. 

The seven patients rated as treatment fail- 
ures (including the one patient rated as 
slightly improved), fell within four diagnos- 
tic groups as follows: 


Involutional psychotic reaction 4 
Psychotic Gepressive reaction 1 
Manic depressive reaction, depressed type .......... i 
Schizophrenic reaction, schizo-affective type ...... a 


Thus, patients classed as involutional psy- 
chotic reactions, while making up 43 per cent 
of our patient population, accounted for 57 
per cent of the failures. However, the sig- 
nificance of an analysis of results based upon 
diagnosis is vitiated by the difficulties of at- 
tempting to pigeon-hole depressed patients 
into the diagnostic categories established’ 
in the Diagnostic and Statistical Manual of 
the American Psychiatric Association, espe- 
cially with respect to involutional psychotic 
reaction, psychotic depressive reaction, and 
manic depressive reaction, depressed type. 
Rather extensive experience in the evalua- 
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tion of depressed patients leads to the inevi- 
table conclusion that there is significantly 
greater agreement between diagnosticians 
concerning the degree of depression than 
about the diagnosis itself. 

The specificity of Marplan for the allevi- 
ation of depression is suggested by its effect 
upon those of our patients who were classi- 
fied as schizophrenic. All but one of these 
seven showed a significant improvement in 
their depressive symptoms. schizo- 
phrenic features, however, were unaffected, 
and required additional treatment including 
psychotherapy and tranquilizers to effect a 
remission and hospital discharge. 

Contrary to the results of some other in- 
vestigators,’ who noted that neurotic depres- 
sive illness responded less satisfactorily to 
antidepressive medication than psychotic de- 
pressive illness the two cases diagnosed 
as neurotic depressive reaction responded 
promptly to Marplan. Although these indi- 
viduals presented the clinical picture of a 
psychoneurotic disorder, they both gave a 
history of previous acute depressive _ill- 
nesses, suggesting the possibility that the 
underlying emotional disturbance might 
have been psychotic in nature. 

The same proportion of males and females 
failed to respond to the drug. However, the 
degree of improvement among the women 
was significantly greater, with 64 per cent 
showing excellent or good results, as com- 
pared with 50 per cent of the men. 

The results indicated that the likelihood 
of recovery was greater if a patient was un- 
dergoing his first depressive illness requiring 
hospitalization. The eight patients in this 
category had either excellent or good recov- 
eries except for an individual from “skid 
row” who showed strong paranoid elements 
and whose past history remained obscure 
because of his unreliability as an informant. 

Among the patients who were not under- 
going their first depressive illness, the ones 
who recovered and the failures showed es- 
sentially no difference in the number of pre- 
vious hospitalizations, 

The average age of the recovery and fail- 
ure groups was remarkably similar, 50 years 
and 51 years respectively. 
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Severely depressed patients made up 70 
per cent of the failure group. Among the 
patients who responded to the drug, 43 per 
cent were initially rated as severely de- 
pressed, with the remainder showing a mod- 
erate degree of depression. It would appear 
that the more severe the depression, the less 
chance of a favorable response to treatment. 
Although undoubtedly significant as a trend, 
there is the fact that the recovery group in- 
cluded ten severely depressed patients, sev- 
eral of whom responded dramatically. 


An analysis was made of the symptoms 
that proved most refractory to treatment. 
Among the group of excellent recoveries, 
six patients retained a mild degree of insom- 
nia and hypochondriasis. Two patients had 
complaints of mild fatigue and agitation. 


The patients rated as having made good to 
moderate recoveries, complained of the fol- 
lowing symptoms, in order of diminishing 
frequency and intensity: insomnia, hypo- 
chondriasis, agitation, fatigue, weight loss, 
and depression. 

The emphasis on insomnia may be, in part, 
an artifact, since the nocturnal decibel level 
on the wards is frequently more conducive 
to the waking state than to slumber. 


Summary 


Thirty male and female in-patients who 
demonstrated depressive symptomatology, 
of severe to moderate degree, as the pre- 
dominant characteristic of their psychiatric 
illnesses were administered the monoamine 
oxidase inhibitor, Marplan, over a period of 
12 weeks, With only a few exceptions, the 
maximum dosage was 30 mg. a day. The 
patients were evaluated independently by 
two psychiatric investigators, initially, and 
at two-week intervals. Significant improve- 
ment ranging from excellent to moderate de- 
gree resulted in 77 per cent of the cases. 

Extensive medical evaluation including 
periodic blood and urine studies and tests 
of liver function, the SGO-T and BSP, re- 
vealed no abnormalities developing from the 
medication. Six patients developed mild side 
effects including edema of the lower extremi- 
ties, hypotension, pruritus, and paresthesia. 
These symptoms disappeared either sponta- 
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neously or with conservative treatment, 
without discontinuing the drug. 

On the basis of this preliminary study, it 
is concluded that the results furnish pre- 
sumptive evidence of the efficacy of Marplan 
in the amelioration of depression. Convinc- 
ing evidence of the safety and low toxicity 
of Marplan was obtained. 


J. E. Mock, Chairman, Department of Psychiatry, 
Division A; Director, Psvchiatric Clinic, Philadel- 
phia Genera! Hospital. 

C. Panero, Rresident in Psychiatry, Philadelphia 
General Hospital. 

N. Robinson, Medical Consultant to Psychiatric 
Department, Philadelphia General Hospital. 
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Newer Concepts of Feminine Personality 


NATALIE SHAINESS, M.D. 


It is only within the last hundred years 
that psychiatrists have attempted to look 
within and understand the development and 
structure of personality. Sigmund Freud, 
the father of psychoanalysis and a giant 
among thinkers, was one of the first to at- 
tempt to bring order out of chaos. There is 
general agreement about the remarkable per- 
ceptiveness and accuracy of his observa- 
tions of human behavior. However, about 
the theories evolved from his observations 
there has been considerable diversity of opin- 
ion; and nowhere, it seems to me, is this 
more true than in regard to his theories 
about the psychology of women. Many of 
his theories had biological roots, and he de- 
veloped his concept of bisexuality from the 
fact that there is a common embryological 
origin for the male and female organs rather 
than the fact that a child’s significant expe- 
riences and psychic growth occur in relation 
to a mother and father, in our social situa- 
tion. Thus, he viewed male and female as 
coexisting and inversely proportional to each 
other in a given person on a biological base, 
and without consideration of the dynamic in- 
terplay between parents and children. 

Just as the Biblical Fathers in writing the 
Old Testament believed that God made Man 
in his image, so Freud viewed the male body 
as the prototype of humanity, and considered 
the female as defective or lacking. He be- 
lieved that little girls considered themselves 
wounded or damaged, since they did not 
possess a penis, and he developed a compen- 
satory concept for the female in which he 
viewed the maternal function, specifically, 
ability to produce a child—as compensation 
for the absence of a male organ. One can- 
not help but wonder why he did not assume 
that the child views his body image as nat- 
ural, whatever its structure, until real han- 
dicap or environmental prejudice forces him 
or her to re-evaluate it. 

How did Freud come by this belief? Partly, 
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it evolved from his knowledge of castration 
fears in men, or more specifically threat of 
loss of the penis, which to the boy meant 
loss of genital sensation, and from an adult 
view, loss of the main thread of satisfac- 
tion, well-being, comfort, color and excite- 
ment in life. He was inattentive to the fact 
that the girl was inevitably aware of genital 
sensation, even though she did not possess 
a penis. Further, many women did indeed 
complain of this lack to him. Enmeshed in 
Victorian tradition, as all men are captives 
of their time, he failed to understand that 
this lack symbolized the underprivilege—ec- 
onomic, educational and social of his time 
and of his society. Although he believed ail 
women suffered from the lack of a male gen- 
ital, for those who had apparently great dif- 
ficulty with their femininity, many of whom 
attempted to emulate men, he elaborated the 
concepts of penis envy and the masculinity 
complex. 

In the evolution of psychoanalytic think- 
ing, some, like Helene Deutsch, have clung 
to the classic concepts about the psychology 
of women, while others, notably Karen Hor- 
ney and Clara Thompson, have pointed out 
that male and female are equal but differ- 
ent. Clara Thompson, in her papers, includ- 
ing “Cultural Pressures in the Psychology 
of Women,” emphasized the cultural aspects 
of women’s envy of men. Horney stressed 
the creative aspect of the female reprodtc- 
tive function, and the intimacy of the 
mother-child relation, In a paper entitled 
“Flight from Womanhood” in 1926, she said: 
“And what about motherhood, and the bliss- 
ful consciousness of bearing a new life within 
oneself, and the inevitable happiness of the 
increasing expectation of the appearance of 
this new being, and the joy when it finally 
makes its appearance and one holds it for 
the first time in one’s arms.” 

Freud made some further assumptions, 
based on his observations of women: that 
women are masochistic, that they have 
weaker superegos than men, that they are 
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passive, especially in relation to sexual ex- 
perience, These concepts also were derived 
instinctually, and not from the perspective 
of biological and socio-economic depend- 
ency. Certainly, observations of animal be- 
havior do not point to female passivity. 

Ford and Beach in “Patterns of Sexual 
Behavior” state: 


“There is a widespread belief that male animals 
of most species almost always assume complete 
command of the mating situation, and inevitably 
play a more active role in courtship. Nothing could 
be further from the truth. Distribution of initiative 
varies from species to species; but in the main, the 
relationship is a reciprocal one in which both part- 
ners are sexually aggressive, and each contributes 
to the complete arousal of the other.” 


Furthermore, their observations indicate 
that among animal partners of any sex, the 
threatened anima] frequently becomes pas- 
sive and subservient, regardless of sex, the 
male frequently submitting to a female role. 
They quote Maslow, who asserts that pri- 
mates which are subordinate may repeatedly 
show a sexual presentation to the partner, 
without the dominant animal necessarily 
making any response. Nevertheless, this 
gesture is frequently followed by permission 
on the part of the dominant partner for the 
subordinate to take food or to carry out 
some other activity that it would not ordi- 
narily be allowed to perform. In addition, 
they state: 


“Female macaques and baboons also assume the 
initiative in seeking intercourse while they are in 
oestrus, but in both of these species, dominant males 
demand and often receive sexual satisfaction from 
females that are not in heat and are not anxious 
to copulate. The feminine response in such cases 
has the appearance of submissive acquiescence to 
a potential enemy. Females of the spider and 
howler monkey groups, in contrast, have not been 
seen to permit coitus save when they were physio- 
logically in oestrus. They do not employ sex as a 
social device to avoid injury by a male.” 


Carl Abraham in 1920, in a paper entitled 
“Manifestations of the Female Castration 
Complex,” was perhaps the first to point out 
that certain phenomena were observable in 
women that pointed to the existence of a 
“castration complex” similar to that observ- 
able in men. He accepted and elaborated 
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upon Freud’s views here, as elsewhere. He 
said: 

“Many women suffer temporarily or permanently 
in childhood or in adult age, from the fact that 
they have been born as females. Psychoanalysis 
shows that a great number of women have repressed 
the wish to be male. The girl does not recognize 
that her body exhibits a defect in comparison with 
the boy. Incapable of recognizing a primary de- 
fect in her body, she later forms the following 
idea: I had a penis once as boys have, but it has 
been taken away from me—a theory which we re- 
peatedly come across. She therefore endeavors to 
represent the painfully perceived defect as a sec- 
ondary loss and one resulting from castration. The 
female genital is looked upon as a wound, and as 
such it represents an effect of castration.” 


It must be evident that such a view holds 
no place for the vicissitudes of life which 
may affect a woman’s attitude about herself. 

Ernest Jones in 1927, in a paper called 
“Early Developments of Female Sexuality,” 
brought a refreshingly new viewpoint to 
bear on the problem, He pointed out that 
females as well as males seem to experience 
a fear of castration, but he related it in the 
female to a lack of permissiveness on the 
part of adults in general, and the father in 
particular, for any sexual curiosity or sex- 
ual exploration in the child, or sexual be- 
havior or intercourse in the adolescent or 
young unmarried adult. But he went beyond 
the concept of the female castration com- 
plex as something inevitably present in all 
women as a consequence of their biologic 
and instinctual inferiority, and related its 
presence to the attitude of adults, particu- 
larly the father, in relation to whom the 
girl’s superego developed, in his view. He 
ignored the role of the mother, and his con- 
cept of what might prove traumatic in fe- 
male development was limited to sexual pro- 
hibition, and did not take into account the 
damaging effect from other sources, on fem- 
inine development. 

Recently, a view has been offered which 
defines the female castration complex as hav- 
ing two components: 1) The phallic compo- 
nent, which consists of the girl’s recognition 
of the lack of a penis and her envy of the 
male, and 2) the feminine component, which 
consists of interference with, or injury or 
threatened injury to feminine development. 
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This definition is an attempt to straddle the 
fence, and retain Freud’s original concept 
even while pointing out that the motive force 
for the castration complex may come from 
other sources. Earlier, Helene Deutsch at- 
tempted to reconcile Freud’s original views 
with later data. She retained the passive, 
masochistic concept of femininity, but re- 
jected the phallic component, or, the dam- 
aged self-image from lack of a penis, say- 
ing: 

“Penis envy is generally ascribed to the reaction 
expressed by the little girl when she first sees the 
masculine organ. It seems unlikely that a trauma 
of external and accidental origin should play a fun- 
damental part in the formation of feminine per- 
sonality.” 


However, she considered penis envy as be- 
ing essentially determined not by external 
events, but rather instinctually. I would like 
to propose that the female castration com- 
plex, that is, the reaction to interference 
with, or injury to feminine development, is 
a complex of the interaction of significant 
persons, especially the mother, with the girl, 
as influenced by the cultural matrix. It can 
be inferred from this that it is potentially 
present in all women. 

Freud recognized the complexity of fe- 
male sexuality because of its duality. The 
first aspect of this concerns woman’s role as 
sexual partner. Attitudes relating to it would 
be feelings of femininity and sexual desir- 
ability, and various nuances pertaining to 
the wifely role. The second aspect concerns 
woman’s reproductive function and her ma- 
ternal attributes. These encompass that part 
of the self-image which contains feelings of 
being a giving, loving, protective person. In- 
evitably, the two aspects of female sexuality 
are interrelated, yet the attitudes in one 
area do not necessarily reflect the attitudes 
in another. I have known women who have 
experienced grave difficulties in the area of 
femininity and sense of sexual desirability, 
who nonetheless, having been given the op- 
portunity of motherhood, have blossomed in 
the experiencing of their maternal function. 
On the other hand, I have known women 
who, although assured of femininity and de- 
sirability, have conveyed a tragic sense of 
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barrenness and failure as a result of their 
inability to have children. 

There are certain milestones in life at 
which we stop to survey the road we’ve trav- 
elled, and also glimpse the road ahead. We 
stop at these points because they are of phys- 
iological, biological or social significance. 
For the woman, the onset of menstruation, 
marriage, pregnancy (especially the first), 
divorce, menopause are such times. All of 
these mobilize feelings about the self, and 
inevitably the self as woman. The onset of 
menstruation focuses on attitudes relating 
to feminine sexuality. It is the start of the 
reproductive function and also contains a 
summation of all the feminine feelings and 
attitudes to that point. It is something ex- 
perienced by every girl at approximately the 
same time, and memories relating to this ex- 
perience frequently contain a few drops of 
the distillate of the mother-daughter rela- 
tionship. I will give a brief example from 
the analysis of a 40-year-old woman: 


As an 11-year-old girl with no preparation for 
her menses, she awoke early one morning feeling 
wet. She threw off her bed clothes, and on observ- 
ing that she was covered with blood, ran in panic 
to her mother’s room. Her mother greeted her 
with a show of annoyance, slapped her face, then 
said this was a natural occurrence, but it really 
should not have come on for another year or two. 
She was told what to do for herself hygienically, 
advised to take to her bed for the day, but given 
no other information. At 14 she had the following 
experience: She had been the favorite grandchild 
of her maternal grandfather, an orthodox Jew. Upon 
his death, she was denied admission to the cem- 
etery to participate in the burial ceremony. She 
was told that a menstruating woman is unclean and 
cannot set foot on holy ground. Thus, not only was 
she cut off from her grandfather by death, but from 
the last meaningful experience in relation to him, 
and a structured occasion to work out her grief. 
She developed a deep feeling of resentment about 
being a girl. It seemed to her that people viewed 
a girl as a sickly, inferior creature, and her func- 
tion of menstruation as something undesirable and 
abasing. Here we can see directly the cultural as- 
pect of her self-devaluation as a woman, and the 
role of her mother and social group in contributing, 
in these instances, to its development. 


Time does not permit discussion in detail 
of a study I have undertaken, focusing on 
the circumstances of the menarche, those 
aspects of the mother-daughter relationship 


4 


1961 


revealed by it, and the subsequent men- 
strual difficulties which ensue, and are, I be- 
lieve, a direct consequence of early experi- 
ense—allowance being made, of course, for 
physiological factors. But I would like to 
call attention to some conclusions from this 
pilot study of 103 women: Of the total, in 
only 15 instances had the mother adequately 
prepared the daughter for the onset of men- 
struation, and received the news of its oc- 
currence with joyful recognition of a new 
step along the road to maturity. Of these 
fifteen, 13 were free of any symptom of pre- 
menstrual tension, these being the only 
women free of premenstrual tension in the 
total group. Symptoms of premenstrual 
tension, and to some extent dysmenorrhea, 
are directly related to unpleasant, humiliat- 
ing, or unloving experience in relation to the 
mother. Premenstrual symptoms fall into 
two main reactions—1) those relating to 
helplessness and need for love—such as hun- 
ger, wish to call mother, depression; and 
2) those relating to defensiveness against 
anticipated attack, such as irritability, quar- 
relsomeness, headache, nausea and vomiting. 
These symptoms are a constant compulsive 
recapitulation of devaluation of the self in 
relation to femininity. 

To summarize, the following points were 
covered: 

1) Freud’s views on the psychology of 
women, particularly his concepts of biologic 
and instinctual inferiority of the female, rep- 
resented by the lack of a penis, and evidenced 
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by female passivity, masochism, weak super- 
ego structure, penis envy, masculinity com- 
plex and castration complex were reviewed 
and challenged. 

2) It is proposed that the same phenom- 
ena can be better understood from a consid- 
eration of cultural factors. 

3) Data was referred to—from a study of 
menstruation, as one area contributing sig- 
nificant developmental information about 
the psychology of women. 


19 East 88th Street, New York 28, N. Y. 
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Use of Thioridazine (Mellaril) in Psychological Disorders 


R. BRUCE SLOANE, M.D., and PHILIP HADEN, M.B. 


Thioridazine is 2 methylmercapto-10-[2- 
(N-methyl-2-piperidy] ) -ethy] |-phenothiazine 
hydrochloride. Its most notable difference 
from chlorpromazine is the presence of a 
thiomethyl radical (S-CH,;) which may be 
responsible for the relative absence of side 
effects. We have used this compound for 
nearly two years on over 200 patients. We 
are reporting results in the first 125 of these. 
We have been concerned to a) establish dos- 
age; b) note any side effects; c) estimate ef- 
ficacy as based on clinical response primarily 
in schizophrenia. 


Method 


Subjects: There were 125 subjects of 
whom 105 were female and 20 male. The 
predominance of females is an artifact due 
to one author running a female service. 


Schizophrenia: There were 84 patients 
from 16 to 79 years of age of whom consid- 
erably over half (52) were aged 45 or 
younger; 32 were suffering from acute or 
sub-acute illness with presenting symptoms 
of less than two months’ duration, and the 
remainder with symptoms of variable dura- 
tion up to 40 years. More than a quarter in 
this or a previous illness had received chlor- 
promazine. 


They were classified as: 


40 paranoid 

27 catatonic 

14 undifferentiated (this included 2 with puerperal 
psychosis in a predominantly schizophrenic form) 


3 persistent childhood schizophrenia 


Non-schizophrenic Illness: There were 41 
patients, the majority under 45, with an age 
range of 21 to 78. There were 26 females 
and 15 males. Diagnoses were as follows: 


4 psychoneurotic reactions (anxiety phobia pre- 
dominating ) 

4 personality trait disturbance, passive-aggressive 
(usually complaining of ‘anxiety’ ) 


From Queen’s University and Ontario Hospital, 
Kingston, Ontario, Canada. 

The drug, thioridazine, used in this study was 
kindly supplied by Sandoz Pharmaceuticals, Dorval 
Station, P.Q., as Mellaril. 


11 manic depressive conditions: 

3 depressed 

8 hypomanic 
11 alcohol addiction (admitted for ‘drying-out’ ) 

6 chronic brain syndrome (2 associated with brain 
trauma, 2 post-encephalitis lethargica ) 
5. mental defective 

In all patients the severity of their symp- 
toms had been sufficient to require admission 
to hospital and all were initially treated as 
in-patients. The majority were admitted to 
a mental hospital and the remainder to a 
general hospital. 

Dosage: Usually the compound was com- 
menced in a dosage of 50 mg. four times a 
day and the 24-hour dosage range was 100 to 
3200 mg. We usually increased this dosage 
rapidly to 400 to 600 mg. within 24 hours. 
This was maintained to alleviate symptoms. 


Results 

Outcome was judged by the following: 
SCHIZOPHRENIA: 

Recovery: Complete remission of symp- 
toms with discharge from hospital and re- 
turn to pre-morbid activity. We wish to 
stress that, in our opinion, this may be re- 
garded as a “remission” rather than recov- 
ery. 

Much Improved: Marked improvement of 
the thought disorder and affective impair- 
ment of the patient, usually with associated 
improvement of volition and secondary 
symptoms of delusions, hallucinations and 
motor disturbance. 

Improved: A marked reduction of primary 
and secondary symptoms of schizophrenia. 
There was also greater tractability and ease 
of management with usually greater partici- 
pation in hospital life. 

Unchanged and Worse are self-explana- 
tory. 

NON-SCHIZOPHRENIC ILLNESS: 

Recovery: As above. 

Much Improved: A significant reduction 
of symptoms, usually associated with dis- 
charge from hospital and return to approxi- 
mate pre-morbid activity. 
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Improved: Some reduction of symptoms, 
to a non-incapacitating degree. 

Unchanged: Continuing incapacitating 
symptoms which did not necessarily require 
in-patient care. 

SCHIZOPHRENIA: 20 recovered, 22 were much 
improved, 39 improved, 3 were unchanged 
and none were worse (see Table I). The par- 
anoid schizophrenias showed a greater de- 
gree of improvement when compared to the 
catatonic and undifferentiated variety. 

NON-SCHIZOPHRENIC ILLNESS: 4 recovered, 
1 much improved, 28 were improved and 8 
were unchanged (see Table II). The recov- 
eries were all from hypomanic illness. For 
example, one married lady of 34, who had 
suffered from recurrent hypomania, had in 
her previous admissions been controlled only 
with the greatest difficulty by a combinaticn 
of multiple electroconvulsive therapy and 
chlorpromazine. In her present illness thiori- 
dazine was rapidly increased to a daily dos- 
age of 2400 mg.; later reduced to 900 mg. 
which made it possible for her to remain on 
an open ward. The duration of her exacer- 
bation, some ten weeks to remission, was 
not shortened, but we considered that the 
therapy was, if “non-specific,” certainly more 
elegant and desirable for patient and staff. 

One mentally defective patient whose su- 
perimposed psychosis remitted sufficiently to 
allow her probation was regarded as much 
improved. 

The improved patients included the alco- 
holics in whom the drug brought about a 
quiescent drying-out period. The remainder 
of improved cases included the chronic brain 
syndromes and mentally defective patients 
in whom impulsive disturbed behavior was 
considerably lessened. Amongst the un- 
changed patients were three cases of manic 
depressive depressed illness who later re- 
sponded to ECT, Only three of the patients 
with psychoneurotic illness and pathological 
personality trait disturbances were regarded 
as improved and these not greatly. 


Effect of the Drug 
We found that the drug was an efficient 
“tranquilizer”? which produced greater trac- 
tability in all patients showing disturbances 
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of motility. Of the primary disturbances of 
schizophrenia, thought disorder was fre- 
quently markedly improved, with an accom- 
panying lessening of the disturbance of af- 
fect, although at times this remained flat- 
tened or inappropriate. Such change was 
usually accompanied by greater volition and 
purpose, although occasionally quiescence of 
the turbulence of the illness seemed to be 


TABLE I 
Outcome and Diagnostic Sub-Group in 
Schizophrenia 

& 
Paranoid 40 15 10 14 a 
Catatonic 27 3 5 18 1 
Undifferentiated 14 2 6 5 I 
Childhood 3 0 1 2 0 
Total 84 20 22 39 3 


TABLE II 
Outcome and Diagnostic Sub-Group in 
Non-Schizophrenic Patients 


E & 3 
Psychoneurotic 4 2 2 
Pathological personality 4 
Manic-depressive depressed 3 3 
Manic depressive-hypomanic 8 4 
Alcoholic 11 
Chronic brain syndrome 6 
Mental defective 5 iI 
Total 44 4 I 
TABLE III 


Symptomatic Response to Thioridazine 


o 
Type 5 
Schizophrenia 
Anxiety 
Depression 


Hypomania 
Hypermotility 
Alcoholic Withdrawal Syndrome 
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marred by a persisting anergy. Complacency 
and hebetude led to a reluctance to engage 
in either pleasures or chores of hospital life 
and even less desire to contemplate a return 
to home or job. Delusions, hallucinations 
and catatonic phenomena were always fa- 
vorably influenced. In our experience, psy- 
choneurotic anxiety was usually not very fa- 
vorably influenced and certainly not quieted 
to the degree produced by barbiturates. 


Dose Level Effects and Combination 
With Other Drugs 


Our impression was that the milligram po- 
tency of thioridazine was equivalent to, if 
not somewhat higher than chlorpromazine. 
However, it is a difficult question to decide 
in view of the absence of side effects with 
thioridazine. Thus, one of the habitual meth- 
ods of prescribing phenothiazines in schizo- 
phrenia has been to “tolerance,” i.e. until 
the onset of parkinsonism. This manifesta- 
tion in turn is treated with anti-parkinsonian 
drugs. The absence of such readily apparent 
index may have led to use of greater dosage. 
However, this was considered to be a factor 
in favor of thioridazine, namely that the dos- 
age could be increased to control the disease 
without polytherapy. The qualitative re- 
sponse in schizophrenia in those patients 
who had previously received chlorpromazine 
was similar but a number had had severe 
parkinsonian symptoms on the dosage level 
necessary to control their iliness. 

After the first week or two the drug was 
usually prescribed in a single daily dose of 
from 200 mg. to 1000 mg., the majority re- 
ceiving 500 mg. Like all phenothiazines, 
thioridazine may, and perhaps preferably 
should be, administered in a single daily dose 
in schizophrenia. The gain of nursing time 
in a mental hospital is noteworthy. We ex- 
perimented with the enteric coated capsule 
but found that this had no advantage to off- 
set its increased production cost. The side 
effects of hypotension were in fact as fre- 
quent with the enteric coated as with the 
non-enteric coated tablets. (Both of course, 
being somewhat minimal and not incapaci- 
tating.) The striking multi-colored appear- 


ance of the enteric coated tablet however 


DISEASES OF THE NERVOUS SYSTEM 


JUNE 


had a marked effect on some of the patients, 
illustrating the non-specific factors that en- 
ter into the administration of a drug. One 
nurse was convinced that her patient was 
improving when she was on the “beautiful 
multi-colored tablets,” whereas she was go- 
ing steadily downhill on the same dose of 
the plain colored compound. This impression 
was not shared by the doctor. 

Although in some excited restless patients 
we have combined thioridazine with a night 
sedative such as amylobarbitone up to 800 
mg., we have been increasingly impressed by 
the value of a larger evening dose of a phen- 
othiazine alone to produce nocturnal tran- 
quility. Our impression is that this pheno- 
thiazine has an additive rather than a poten- 
tiating hypnotic effect with barbiturates. 

In some instances the drug was combined 
with imipramine, most notably in the two 
puerperal schizophrenic-like syndromes, Al- 
though very occasionally thioridazine seemed 
to benefit depressive illness (not here re- 
ported), the converse occurrence, namely a 
depression—appearing for the first time or 
becoming manifest only after the initiation 
of thioridazine therapy—was noted. In such 
patients, imipramine was added with bene- 
ficial results; 1400 mg. of thioridazine in 
one woman whose weight was 120 lbs. was 
combined with 600 mg. a day of imipramine 
without untoward results, and eventual im- 
provement to complete recovery. 


Side Effects 


Transient giddiness due to postural hypo- 
tension was observed in some 5‘ of the pa- 
tients, both schizophrenic and non-schizo- 
phrenic. This was seldom troublesome and 
was found to occur with the enteric coated 
capsules as well as the non-enteric coated 
ones. However, 4-hourly blood pressures re- 
vealed no sustained hypotension. 

Serial liver function tests were done in 25 
patients at weekly intervals. Serum bili- 
rubin, alkaline phosphatase, serum transami- 
nase and thymol turbidity levels remained 
unchanged. Routine urine and blood counts 
also revealed no abnormality. 

One case of transient galactorrhoea in a 
woman of 30 was noted. On a dosage of 
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3200 mg. a day, one patient developed a 
coarse tremor of a faster frequency than a 
parkinsonian cone, This faster frequency 
might be indicted as a basal ganglionic dis- 
turbance without the dampening effect of in- 
creased muscle tone. However, only two 
cases of parkinsonian rigidity with mask- 
like facies but without salivation have been 
observed. Both were receiving more than 
1000 mg. of thioridazine a day, were not 
part of this series and will be separately 
reported, Thus, extrapyramidal symptoms 
were extremely rare. 

Some patients complained of lassitude and 
in 10% this became aggravated into the an- 
ergy which we have already described and 
which in some was associated with a consid- 
erable gain of up to 10% or 20% of body 
weight. In a number of such patients after 
initial improvement with thioridazine, we 
have switched to perphenazine with, to date, 
encouraging results. However, the mecha- 
nism remains obscure and we would hesitate 
to generalize from this experience. 


We have not been impressed with the sug- 
gestion that the high mg. potency pheno- 
thiazines such as perphenazine and trifluo- 
perazine have a specific “energizing” effect 
on retarded schizophrenic patients. This 
would seem to us to be more a function of 
the dyskinetic phenomenon of acathisia, 
which propels a patient into movement but 
which is probably a phenomenon unassoci- 
ated with schizophrenic illness or its im- 
provement. An alternative and simpler ex- 
planation for the response of “previously re- 
fractory” schizophrenic patients to such 
compounds might be the greater likelihood 
of a therapeutic dosage being used. Homeo- 
pathic dosage of phenothiazines is all too 
common in our experience. 

Safety of the Drug: As an illustration of 
the safety of the drug in a single dosage, one 
old lady of 80 years who was on no other 
drugs was, by mistake, given 400 mg. in 
one dose and survived with no discomfort. 


Discussion 
We cons‘dered that although there did not 
seem to be any specificity of thioridazine, it 
presented in contrast to chlorpromazine, sig- 
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nificant advantages due to its greater safety, 
its ability to be administered in a single very 
large dose and in its almost complete free- 
dom from side effects. Thus, economy of 
treatment like economy of hypothesis re- 
mains a desirable goal. We consider that it 
is better to prescribe one drug if its action 
is as good, rather than two (i.e. a phenothia- 
zine plus an anti-parkinsonian drug) to 
achieve the same result. In a number of 
cases the dosage of thioridazine, i.e., between 
two and three thousand milligrams, and 
could be administered without side effects or 
discomfort and enabled patients to be con- 
trolled and improved in a way that had not 
been possible with any combination of medi- 
cation prior to the advent of this drug. 

We wish to stress, however, that dosage 
should be carefully adjusted to clinical re- 
sponse. Thus, the very safety of this drug 
and freedom from side effects may lead the 
unwary into injudicious over-dosage. Al- 
though as yet no apparent ill effects may 
accrue, we consider such a therapeutic re- 
gime potentially dangerous. We would urge 
minimal dosage compatible with clinical im- 
provement. * 

We found only isolated cases where it ben- 
efited depressive illness and this remained 
true in our experience with all phenothia- 
zines. Its mode of action in these cases is 
anomalous and as yet unexplained. 

Hypomanic and restless disturbed men- 
tally defective patients were well controlled 
by this means. The drug was useful in the 
management of acute alcoholism, although 
the absence of a parenteral preparation, as 
noted by Azima, et al.,” remains a handicap. 


In schizophrenia, the drug appears to be 
active on primary symptoms but may lead 
in some to secondary anergy. The precise 
determinants of this condition have not yet 
been worked out. We plan to make more 
careful behavioral ratings of patients and 
their response to the drug. 


The advent of an effective phenothiazine 
wkich does not produce significant second- 
ary parkinsonian effects may lead to a refor- 


*Since writing this paper, May, et al.,° have re- 
ported pigmentary retinopathy in four patients each 
having received a total dosage in excess of 85 GM. 
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mulation of the aetiological role of the basal 
ganglionic system in schizophrenia.* This 
hypothesis has always seemed somewhat il- 
logical to us. The presence of a dysfunction, 
for example noise from a defective engine, 
would scarcely lead to the interpretation that 
its function is the suppression of noise. 
Finally, the relative value and specificity 
of thioridazine as an “anti-schizophrenic’”’ 
agent must stand the test of time. In our 
opinion, only chlorpromazine has to date 
been thus validated. We are still, however, 
too ignorant of some of the behavioral pa- 
rameters of the illness—such as the pres- 
ence or absence of over-inclusive thought 
disorder'—to be dogmatic in our choice of 
drug. These areas are awaiting exploration. 


Conclusion 


Thioridazine has proved to be a safe, po- 
tent and efficacious phenothiazine with a 
minimum of side effects. Improvement of 
primary symptoms in schizophrenia may be 
followed in some patients by a secondary 
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anergy. This may respond to other high 
mg. potency phenothiazines. 

Extrapyramidal signs are extremely rare. 

The drug seems to present a definite ad- 
vantage over chlorpromazine, enabling con- 
trol to be achieved without incapacitating 
parkinsonian side effects. It also represents 
an economy of therapeutic action obviating 
the need for a second drug to combat these 
side effects. 

To date, it appears to be effective in schiz- 
ophrenia, but its specificity and comparative 
value must await clearer behavioral corre- 
lates. 
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Amitriptyline in the Treatment of Depressive States 
(A Pilot Study) 


MAURICE VAISBERG, M.D., and JOHN C, SAUNDERS, M.D. 


What is the enigma called depression? This 
question continues to arise partly because 
of the present type of classification of psy- 
chiatric diseases, since the categories are 
undifferentiated and primitive. The Kraepe- 
linian system remains basically unchanged 
and are not meaningful for the formulation 
of a dynamic etiological psychopathology. 
Our ability to diagnose, treat and discover 
more effective drugs for neuropsychiatric 
disease rests on our acumen in defining hom- 
ogeneous categories based on symptoms and 
signs (phenomenology). In treating a phe- 
nomenon as common as the depressive state, 
with its many manifestations of aberrant af- 
fect, a comprehensive biological approach is 
required. 


From Research Facility, Rockland State Hospital, 


Orangeburg, N. Y. 
Elavil is the registered trademark of Merck & 


Co., Inc. 


Depression in psychiatric usage continues 
to have different meanings. It is referred to, 
both as a symptom and a disease entity. Its 
diagnostic value is limited because of the 
fact that it is used alternately to describe a 
mood, a symptom, a syndrome or a disease 
entity. The etiology of a depression of af- 
fect remains unknown and the psychody- 
namic formulation of depression remains un- 
acceptable since it fails to meet scientific cri- 
teria. It becomes obvious that a concise 
definition of depression does not exist since 
it may occur in all neuropsychiatric diseases 
with their probable multiple etiological fac- 
tors.' We believe it essential to state that 
the symptoms of depression may be classi- 
fied by phenomenology as primary and sec- 
ondary according to Blueler’s description of 
schizophrenia. The primary symptoms of 
depression include melancholia, sadness, de- 
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spair, dejection, a dearth of psychic energy 
and mental productivity as indicated by fear 
of initiating new activities, and psychomotor 
retardation or agitation. The secondary 
symptoms are characterized by delusions of 
persecution, feelings of depersonalization, 
hypochondriacal complaints, obsessive-com- 
pulsive behavior, hallucinations and suicidal 
tendencies. Accompanying these psychic 
symptoms are frequent signs of visceral au- 
tonomic, endocrine and metabolic dysfunc- 
tion attributable to the limbic system.** Spe- 
cifically these signs are anorexia, constipa- 
tion, dryness of mouth, insomnia, a reduction 
of menstruation in women, and a tendency 
to impotence in men. 


Depression continues to create a semantic 
problem among the psychiatrist, psycholo- 
gist and physiologist which will remain until 
the etiopathological mechanisms of affect are 
known, William A. White wrote, ‘The 
whole question of the differentiation of some 
cases of manic-depressive psychosis from de- 
mentia praecox involves the greatest nicety 
of observation, interpretation and judg- 
ment.” This difficulty is magnified because 
in practice nosological rather than phenom- 
enological classification is usually used. Clin- 
ical studies with known and experimental 
phrenotropic drugs support this concept be- 
cause they alleviate or ameliorate both pri- 
mary and secondary symptoms in varying 
degrees in neuropsychiatric diseases. Diag- 
nosis and treatment of depressive states 
must be based on their primary symptoms; 
otherwise the incidence of exacerbation of 
these symptoms is increased. 


The pharmacological treatment of depres- 
sive states has been frequently accomplished 
with monoamine oxidase inhibitors** and to 
lesser degrees with imipramine,* deanol’ and 
procaine.'’ This report is on the use of ami- 
triptyline as an antidepressive agent in psy- 
chotic patients. Amitriptyline is an isostere 
of imipramine which is an isostere of prom- 
azine. These chemical changes in the B ring 
of the phenothiazine molecule produce struc- 
tural differences between the molecules that 
seem to be responsible for their biologic dif- 
ferences. The mechanisms of linking these 
compounds in vivo for the production of the 
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complex essential for their biologic avtivity 
remain unknown, 

Amitriptyline is chemically 5-(3-dimethy]l- 
amino-propylidine) -dibenzo (a, d) (1,4) cy- 
cloheptadiene hydrochloride. It is structu- 
rally related to imipramine within the limi- 
tation inherent in all molecular models as 
both have nearly the same spatial volume, 
angles between the components of the ring 
systems, and the relationship of side chains 
to the seven-membered rings. The physico- 
chemical property of electron densities in the 
area of the points of attachments of the side 
chains are similar. It is water soluble (20 
gm. per 100 ml.) and has a molecular weight 
of 313.85. 


\ 


(CH,),N(CH,), 
Imipramine 


| 
(CH NCH), 
Promazine 


HCICH, 
Amitriptyline 


Patient Selection: The patients selected 
for this preliminary study were 19 white fe- 
male psychotics between the ages of 50 and 
90 years. Duration of hospitalization at the 
start of therapy was from 1 to 4 years for 
7 patients, 5 to 10 years for 7 patients and 
over 10 years for 5 patients. All had received 
previous pharmacological, insulin or electro- 
coma therapy with little or no clinical im- 
provement, The patients were selected on 
the basis of the primary symptom, depres- 
sion; they frequently demonstrated other 
primary and secondary symptoms. 

Dosage: Amitriptyline was started at 25 
mg. t.i.d. orally and increased 25 mg. per day 
to a maximum dose of 75 mg. t.i.d. if there 
was no improvement. After three months 
of oral therapy, 10 mg. t.i.d. was given intra- 
muscularly and one patient later received 
20 mg. b.i.d. for two months. Amitriptyline 
was given to 15 patients for 5 months and 10 
patients received it for a minimum of 7 
months, Preliminary indications are that 75 
mg. per day provide an effective dose. 


Results 


The alleviation of depression was signifi-. 
cant between the second and sixth week 
although clinical improvement began the 
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TABLE I 

Distribution of Patients 
Phenomenology No. Pts 
Delusion or Hallucination 4 
Nosology 
Manic Depressive, Depressed 6 
Schizophrenia, 3 
1 
Schizophrenia, Schizoaffective ........................... 1 
Involutional Psychosis, Melancholia ................ 4 
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first week. There was marked improvement 
(alleviation of depression) in six of the 19 
patients after six weeks’ therapy. Improve- 
ment in two of these patients occurred dur- 
ing the first two weeks; in two more within 
three weeks and in the remaining two be- 
tween four and six weeks. There were four 
patients who were cyclic in their response; 
that is, they were relieved of their depression 
but it returned with less intensity. In five 
patients there was no change with both oral 
and intramuscular amitriptyline therapy. We 
discontinued amitriptyline in four of the 19 
patients; one had a rise in alkaline phospha- 
tase from 5 to 11 Bodansky units during the 
second month, one had a rise in blood urea 
nitrogen (BUN) from 19 to 31 mg. during 
the first month with increased restlessness, 
another had marked vertigo on the fourth 
day and refused the medication; the fourth 
patient had a mild coronary attack, the car- 
diogram indicating marked insufficiency. 


These early favorable responses were 
maintained by continued medication with 
occasional daily fluctuations during the ini- 
tial period of five months. It must be em- 
phasized that amitriptyline did not produce 
exacerbation of the symptoms of psychoses 


such as occasionally occurs with imipramine 


and the monoamine oxidase inhibitors, and 
it has weak antipsychotic effect. 


JUNE 


We have continued 10 patients on ami- 
triptyline for another two month period, one 
patient, a 90-year-old discharged patient on 
convalescent status and the nine remaining 
in this hospital, Three of these hospitalized 
patients have shown considerable improve- 
ment during the last two months of therapy 
and in three the improvement in their de- 
pression was slight. It appears that con- 
tinued medication reduces the cyclic depres- 
sive phenomenon both in intensity and fre- 
quency and we suspect further amitriptyline 
may eliminate it altogether in many cases. 
It is probable that therapy must be contin- 
ued for many depressed patients as it is in 
many of the known metabolic diseases of 
man such as insulin for diabetes mellitus. 
The dosage for this additional two month 
period was 75 to 150 mg. per day orally or 
20 mg. intramuscularly. Three patients 
showed no improvement but there were no 
untoward reactions to additional therapy. 

Our observations indicate that depression 
may be alleviated or ameliorated in schizo- 
phrenia and other psychoses by amitripty- 
line. This was demonstrated by changes in 
the repetitive, purposeless thinking of the 
psychotic patient with a more responsive 
form of communication resulting. Flattened 
affect was replaced by an increased sensi- 
tivity and reactivity that was cyclic at times 
but free of the schizoid quality. We have 
observed the clinical efficacy of combination 
amitriptyline and phenothiazine therapy and 
found it to be especially useful as an adjunct 
in the treatment of schizophrenics who mani- 
fest symptoms other than depression.'! Ami- 
triptyline therapy is suggestive of the results 
obtained from the combination of a mono- 
amine oxidase inhibitor plus a tranquilizer 
in improving communication and purposeful 
acts in the autistic patient.'- Amitriptyline 
is an effective antidepressive agent and pos- 
sesses in addition, other antipsychotic activ- 
ity, that is, it is able to ameliorate primary 
and secondary signs of depression and of 
schizophrenia with varying effectiveness. 


Side Actions 

The most interesting phenomena in this 
preliminary study are the absence of psy- 
chotic exacerbations and seizures with ami- 
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triptyline which are occasionally experienced 
with other phrenotropic drugs. The central 
nervous system actions are indicated by the 
vertigo, increased listlessness and weakness, 
each of which was experienced by one pa- 
tient receiving the drug. There were no sig- 
nificant hypotensive effects but one patient, 
after one month’s therapy, had an electro- 
cardiogram indicative of insufficiency. We 
have not observed any extrapyramidal signs. 
In another study" two patients felt weak 
and dizzy during the first three days of ther- 
apy and one patient became euphoric on 25 
mg. t.i.d. but this was controlled by reducing 
the dose to 25 mg. b.i.d. Routine urine analy- 
sis, CBC and hematocrit are all within the 
range of change observed in this hospital in 
the absence of phrenotropic drugs. There 
were transient rises in BUN in 10 patients 
during the first month, followed by a return 
to a normal level during the remaining 
course of therapy with one patient’s BUN 
increasing from 19 to 31 mg. when the drug 
was discontinued. Both SGO and SGP trans- 
aminases and the alkaline phosphatase re- 
mained within the normal range of activity 
and these were followed monthly. 


Discussion 


Presently available antidepressive agents 
may exacerbate the signs and symptoms of 
a psychosis. Both the monoamine oxidase 
inhibitors and imipramine, to a lesser degree, 
will produce this untoward effect. This led 
us to administer simultaneously a tranquil- 
izer and an energizer,''* in order that both 
primary and secondary symptoms could be 
controlled more effectively. It is of great 
interest that amitriptyline has a good clini- 
cal efficacy in controlling both groups of 
symptoms but its principal action in psy- 
chotics is antidepressive. 

Pharmacologically this preparation dif- 
fers from the monoamine oxidase inhibitors 
and central nervous system stimulants in 
that many of its actions may be considered 
depressive, like the phenothiazines, rather 
than antidepressive. There is no known 
pharmacologic basis for the therapeutic ef- 
ficacy of amitriptyline. We speculate that 
its effect is by sensitization and activation 
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of central adrenergic mechanisms chemically 
at the submolecular level. 

The experimental animal pharmacology 
failed to reveal any significant indication 
that amitriptyline would be effective as an 
antidepressive; this again confirms the need 
for human pharmacological studies if the 
therapeutic efficacy is to be known. Amitrip- 
tyline has central nervous system effects 
similar to chlorpromazine but of varying in- 
tensity when compared to a specific func- 
tion.'* Its anticonvulsant activity in mice 
was about equiactive to diphenylhydantoin 
against the tonic extensor component of elec- 
troshock and pentylenetetrazole. In part, 
the significance of this action is the absence 
of seizures in patients receiving this prepa- 
ration; the phenothiazines and imipramine 
produce seizures, the akinetic type with the 
latter drug. The electroencephalographic ef- 
fects of amitriptyline in cats and monkeys 
are similar to those associated with the ad- 
ministration of chlorpromazine and imi- 
pramine.** 

Amitriptyline exhibited sedative-like ef- 
fects in monkeys working under an avoid- 
ance schedule. While the ability of the ani- 
mals to avoid an aversive situation was re- 
duced, amitriptyline had little effect on the 
capacity to escape the aversive stimulus. 
Monkeys have shown instances of increased 
rate of lever pressing on avoidance with 
amitriptyline and imipramine but this is less 
characteristic with chlorpromazine. Since 
this function has also been noted with scopo- 
lamine, it is probably an anticholinergic ef- 
fect of the central nervous system. The fixed 
interval response was also modified. How- 
ever, changes such as the temporal pattern- 
ing of responses in the fixed interval behav- 
ior were not seen with chlorpromazine and 
only slightly with imipramine. Amitripty- 
line resembles imipramine in the following 
respects but in each response it is signifi- 
cantly more active: a) It has anticonvulsant 
effect as indicated by the modification of the 
electroshock seizure pattern and pentylene- 
tetrazole-induced convulsions. b) It has an 
effect on the autonomic nervous system as 
indicated by its potent antihistaminic activ- 
ity, weak peripheral anticholinergic effects 
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and some capacity to antagonize the vascular 
action of serotonin and epinephrine in dogs. 
Clinically, when amitriptyline was used 
alone or in combination"! we found a very 
low incidence of signs and symptoms attribu- 
table to the autonomic nervous system. We 
believe the reports of high incidence in many 
studies are due to the lack of recognition 
that these signs and symptoms exist as part 
of the depressive state and for this reason 
we classified them as to primary and sec- 
ondary symptoms and into three groups of 
signs. Amitriptyline apparently has little 
peripheral anticholinergic effect in man. A 
central nervous system component may be 
operating, however, as is indicated by the 
increased rate of lever pressing on avoidance 
in monkeys. The antihistaminic activity of 
amitriptyline in man remains to be deter- 
mined because the role of histamine in the 
brain is not clear but it is known that the 
hydrazine monoamine oxidase inhibitors 
shift the metabolic route in man.***'' The 
antiserotonin activity is significant in the 
dog and this was accompanied by a parallel 
decrease in epinephrine pressor response and 
by a minor increase in the norepinephrine 
pressor effect. The weak inhibitory actions 
on the adrenergic effector indicate that ami- 
triptyline will probably produce few symp- 
toms referable to this blockage and we have 
observed no directly attributable cardiovas- 
cular actions. Imipramine, on the other 
hand, does not reduce epinephrine pressor 
effects and produces greater potentiation of 
norepinephrine pressor actions. Imipramine’s 
distribution in the rabbit heart muscle is rel- 
atively high as compared to ordinary mus- 
cle,*> and we had serious cardiovascular dif- 
ficulties in several geriatric patients. 
Amitriptyline is a drug of many functions 
in the central nervous system, stimulating 
some while depressing others. The therapeu- 
tic mode of action is not revealed by exper!- 
mental animal studies, by its clinical effi- 
cacy in relief of depression, nor by its side 
actions. The antidepressive action does not 
coincide with nosological groups nor can our 
preliminary findings be correlated with psy- 
chopathological factors. We hope the clini- 
cal efficacy of amitriptyline will stimulate 
further investigations in order that its mech- 


anism in freeing the patient of his depression 
may be determined.'* 


Conclusions 

1. Our observations and opinion from this 
pilot study with amitriptyline led us to con- 
clude that it is an effective and safe antide- 
pressive for treatment of depressive states. 

2. The etiology and mechanism of depres- 
sions remain unknown as are the pharmaco- 
logical effects responsible for the clinical ef- 
ficacy of amitriptyline. We speculate that 
amitriptyline functions biochemically at the 
submolecular level to sensitize and activate 
central adrenergic mechanisms but all its 
central autonomic system actions must be 
suspected as contributing factors. 


J. C. Saunders, Rockland State Hosp., Orangeburg, 
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Fluphenazine in the Treatment of the Hospitalized 
Psychiatric Patient 


ALBERT A. KURLAND, M.D., THOMAS E. HANLON, PH.D., 
and Kay Y,. OTA, M.S. 


Introduction 


Chlorpromazine, the first of the phenothia- 
zine tranquilizers, has been the impetus for 
numerous phenothiazine derivatives in the 
search for more potent tranquilizers. These 
derivations have followed two main chan- 
nels—a change in the halogen attached to 
the phenothiazine nucleus or an alteration 
in the configuration of its attached side 
chain. It has been observed that separately 
or in combination fluorination and the utili- 
zation of the piperazine ring in the side chain 
have increased the potency of the drugs in 
terms of the criteria proposed by Freyhan': 
(a) the attainable level of psychomotor in- 
hibition; (b) the speed of action; and (c) 
the dosage required to obtain effective ac- 
tion, It was reasonable to expect that flu- 
phenazine, whose chemical] structure includes 
both a fluorine and piperazinyl component, 
would possess highly potent properties. This 
was verified by the studies of Ayd* and Dar- 
ling.’ These investigators found fluphena- 
zine at least twice as potent as trifluopera- 
zine (Stelazine) milligram for milligram, 
three to five times as potent as perphenazine 
(Trilafon), and ten to twenty times as po- 
tent as chlorpromazine (Thorazine). They 
also found an increase in its speed and dura- 
tion of action with a minimum of sedative, 
autonomic or endocrine side effects. 

Unfortunately the potency (in terms of 
dosage) of the phenothiazine derivatives is 
not always a clear indication of their thera- 
peutic effectiveness since there is not always 
a one to one relationship between potency 
and effectiveness, Indications from a recent 
clinical study by Niswander and Karacan* 
are that fluphenazine is not only a highly po- 
tent drug but also an effective tranquilizing 


From Research Department, Spring Grove State 
Hospital, Baltimore, Md. 

Fluphenazine supplied as Prolixin by the Squibb 
Institute for Medical Research, New Brunswick, New 
Jersey. 
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agent. This present study is an attempt to 
evaluate fluphenazine’s effectiveness in a 
more controlled manner since preliminary 
investigations have so far been encouraging. 
It is also our plan to investigate concurrently 
the problem of regressed behavior in hospi- 
talized psychiatric patients as it relates to 
treatment with the phenothiazines. 


Population Characteristics 


The sampling of patients selected for study 
consisted of those patients from a 375 bed 
male continued care service who had been on 
phenothiazine medication for at least one 
month. Such patients were considered suit- 
able candidates for a new phenothiazine since 
staff psychiatrists had already prescribed 
similar, albeit less potent, medication for 
them. This selection procedure assumed, of 
course, that the staff psychiatrists had orig- 
inally placed the patients on phenothiazine 
medication on the basis of sound clinical 
judgment. 

At the start of the study 55 patients were 
on phenothiazines, 38 on chlorpromazine, 
nine on perphenazine, nine on prochlorpera- 
zine, and one on promazine. Two other pa- 
tients receiving additional medication along 
with phenothiazines were excluded from our 
study. It was possible to follow 24 of the 
original group of 55 patients through the 
subsequent experimental phases, and it is on 
these patients that the analysis of results is 
based. Of the 31 patients who failed to com- 
plete the project, two were considered to be 
unratable on the evaluation instrument used 
(these two patients were followed clinically, 
with no change noted in their status) ; three 
developed complications on their original 
medications before baseline evaluations were 
obtained; two developed complications while 
on fluphenazine (sore throat and fever in one. 
case and leukopenia in another) ; 17 patients 
were either transferred from the service or 
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paroled before the fluphenazine treatment 
stage was reached; and seven were dropped 
because of scheduling difficulties. 


The age range of the 24 patients complet- 
ing the project was from 20 to 64 years, with 
a mean age of 40 years. The patients had 
been in the hospital from 5 to 24 years, with 
a mean length of hospitalization of 13.5 
years. The degree of normality for this 
group was determined in terms of the Mul- 
tidimensional Scale for Rating Psychiatric 
Patients (MSRPP).° The chronic nature of 
the population necessitated the use of a 
MSRPP “normality” score instead of the 
usual “total morbidity” score which is un- 
duly influenced by the number of unratable 
items comprising the various MSRPP sub- 
scores. Since the normality score is less in- 
fluenced by the unratable items and since the 
correlation between normality and morbidity 
was found to be —.94 for this population, 
the former score was utilized. The mean 
“total normality” score was 26.04 compared 
to the MSRPP’s estimated mean normality 
score of 31.00 for the normative psychiatric 
population. (The over-all range for total 
normality, which includes both ward and in- 
terview observations, is from 0 to 62, with 
higher scores indicative of less pathology. ) 


Method 


A clinical evaluation of the degree of ill- 
ness of these patients was made initially by 
a research psychiatrist who subsequently 
saw the patients in brief, semi-structured in- 
terviews throughout the study. The inter- 
views were held at bi-weekly intervals un- 
less marked changes in the patient’s clinical 
state necessitated a need for making a de- 
cision relative to the institution of drug 
treatment. 

The research psychiatrist was also respon- 
sible for the regulation of the various treat- 
ment phases. In consecutive order these 
were: (a) a control treatment phase, in 
which the patients were kept on their orig- 
inal medications; (b) a drug-free phase; 
(c) a placebo phase; and (d) a final fluphen- 
azine treatment phase. The research psy- 


chiatrist was at liberty to initiate fluphena- 
zine treatment during the drug-free and 
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placebo phases whenever it was his opinion 
that the patients’ behavior had become so 
regressed that immediate drug treatment 
was again considered necessary. Since it 
was desired to interfere minimally into the 
operational setting of the service, ward psy- 
chiatrists were responsible for the adminis- 
trative handling of the patients although 
they were not informed of the medication 
schedules. 


Patients were considered regressed clini- 
cally when there was an increase in aggres- 
sive acting-out behavior, increased excite- 
ment, or an intensification of delusional, hal- 
lucinatory, or autistic behavior. Usually 
such behavior prompted ward personnel fa- 
miliar with the patients’ patterns of reactiv- 
ity to request that some change in treatment 
be made and these requests were usually 
acted upon by the research psychiatrist. Re- 
gression as defined here in terms of exa- 
cerbation of target symptomatology was not 
always associated with heightened MSRPP 
ratings, which measured internal dimensions 
of psychopathology as well as overt be- 
havior. 

The behavior of the patients was also ob- 
served and rated on the MSRPP at the be- 
ginning and end of each treatment phase by 
a psychologist and ward personnel. All treat- 
ment was administered on a code basis so 
that ward personnel had no _ indication 
whether the patients were receiving place- 
bos or fluphenazine, although they were nec- 
essarily aware of the original medications 
and the following drug-free intervals. The 
psychologist responsible for the MSRPP in- 
terview ratings was not informed of the 
patients’ medications at any time during the 
study nor was he aware of the basic design 
of the study. Besides the regular sequence 
of ratings originally set up, ratings on the 
MSRPP were also made whenever the pa- 
tients’ behavior became so regressed that 
immediate treatment with fluphenazine was 
necessary. The spacing and sequence of rat- 
ings were, therefore, not the same in every 
case since a certain percentage of the pa- 
tients regressed during the drug-free and 
placebo phases. 

For control purposes, the patients were 
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kept on their original medications for ap- 
proximately eight weeks. The patients’ med- 
ications were then discontinued for periods 
of time ranging from four to eight weeks, 
or until such time as their behavior was 
considered by the research psychiatrist to 
have become so regressed that treatment 
measures had to be reinstated. At the end 
of the drug-free period, or at times of re- 
gression, whichever came first, the patients 
were placed on medication—those patients 
who completed the drug-free phase without 
regression were placed on placebos, while 
those who regressed were placed directly on 
fluphenazine. The patients who had not yet 
regressed were then kept on placebo medica- 
tion for a period of eight weeks, or, again, 
until such time as regressed behavior ne- 
cessitated the patients being placed directly 
on fluphenazine. After the initiation of flu- 
phenazine treatment all of the patients were 
kept on the drug for a pericd of eight weeks. 


The sequence of MSRPP observations for 
the non-regressed patients was the follow- 
ing: initial baseline evaluations made while 
the patients were on their original medica- 
tions, an evaluation made at the end of a 
four to eight week drug-free period, an eval- 
uation at the end of an eight week placebo 
period, and a final evaluation at the end of 
an eight week fluphenazine treatment period. 
For those patients who regressed the se- 
quence was: initial baseline evaluations, fol- 
lowed by an evaluation at the time of re- 
gression and a final evaluation after eight 
weeks of treatment with fluphenazine. 


Fluphenazine was administered in capsules 
containing 1 mg., 2:55 mg. and 5 mg. for 
the first, second and third day of adminis- 
tration, respectively. The dosage for the 
majority of patients from then on was 5 mg. 
Q.D.; with only a few patients was it nec- 
essary to increase the dosage above this 
level. The highest dosage administered was 
10 mg. T.I.D. The placebo was a matched 
capsule and was administered on a Q.D. 
basis. To those patients who refused to 


take their medications orally, ampule prepa- 
rations containing 5 mg. were given intra- 
muscularly. 


These were discontinued as 
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soon as it was possible to administer the 
medication orally, 

Initial laboratory data consisted in all 
cases of a routine urinalysis and blood stud- 
ies comprising: blood urea nitrogen, blood 
glucose, hematocrit, sedimentation rate, and 
white blood count. During fluphenazine treat- 
ment a white blood count was obtained at 
weekly intervals together with a sedimenta- 
tion rate and hematocrit. 


Results 


During the course of the drug-free and 
placebo phases nine of the 24 patients be- 
came so regressed that they had to be placed 
on fluphenazine treatment. Six of the nine 
regressed during the drug-free period and 
three during the placebo period. All patients 
had regressed within nine weeks following 
the cessation of their original phenothia- 
zine medications. An investigation of the 
characteristics of the regressed group com- 
pared to those who maintained a relatively 
stable course revealed that in terms of orig- 
inal total normality mean score difference 
the regressed group was significantly more 
pathological than the non-regressed group 
(20.78 vs. 29.20, t=2.08, P<.05). Although 
the regressed group was somewhat older, no 
statistical difference could be found between 
the two groups in terms of age, nor in length 
of hospitalization. 

Table I presents the characteristics of the 
regressed and non-regressed groups and 
their mean total and interview normality 
scores for the various treatment phases. For 
both of these scores a high score is indicative 
of less pathology. The mean interview nor- 
mality scores (based on the psychologist’s. 
interview observations) are presented since 
no control was exercised over the ward ob- 
servers’ awareness of the drug-free inter- 
vals. Such awareness could possibly con- 
tribute to whatever differential treatment ef- 
fects might be found. 

An analysis of variance of the total nor- 
mality scores (including ward and interview 
observations) of the regressed group over 
the three categories: initial drug phase, 
point of regression—occurring during the 
drug-free or placebo phases—and fluphena- 
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TABLE I 


Characteristics of the Regressed and Non-Regressed Groups and Their Mean MSRPP Total 
and Interview Normality Scores* for the Various Experimental Stages 


= 

: bo 5 2 = Mean Total and Interview Normality at End of Each 

8 Treatment Phase and at Point of Regression 

Group Ee 2 sion zine 
Regressed 42 13.3 20.78 (Total) 25.89 —_—— oon 16.67 27.00 
(N = 9) (Interview ) 17.56 oo a 12.00 19.33 
Non-regressed 38 13.7 29.20 (Total) 30.13 30.13 27.73 —— 28.87 
(N = 15) (Interview ) 18.53 20.07 18.40 a 19.60 


*Higher scores are indicative of less pathology. The highest possible total normality score (ward plus 


interview) is 62; the highest interview score is 40. 


zine phase, revealed an F ratio of 8.09, which 
is significant at the .01 level (2 and 16 df.). 
The ¢ ratios performed between successive 
mean ratings revealed that there was no sig- 
nificant difference between the mean total 
normality score of the initial drug phase and 
the mean score at the point of regression, 
although the difference in means is in the 
expected direction. The t ratio between the 
mean normality score at the point of regres- 
sion and the mean score after fluphenazine 
treatment was found to be 4.89, which is 
significant at the .01 level. 

An analysis of variance was then per- 
formed using the psychologist’s interview 
normality score only since the ward observ- 
ers were necessarily aware of medication the 
patients were receiving. Also, their obser- 
vations entered into decisions as to the ex- 
tent of regression and hence into changes 
in drug schedules. The interviewing psy- 
chologist, on the other hand, was totally un- 
aware of the medication schedule, i.e., active 
drug, drug-free, or placebo and was also un- 
aware of the clinical judgments involved in 
changes in schedules. The findings of this 
analysis are in essential agreement with the 
above. The resulting F ratio of 5.72 is sig- 
nificant at the .05 level; the t ratio between 
initial drug and regression means is not sig- 
nificant; while that between regression and 
fluphenazine is significant at the .01 level 
(¢== 372). 

For the non-regressed group no significant 
differential treatment effects over the four 
treatment phases (initial drug, drug-free, 
placebo and fluphenazine) could be found by 


means of analysis of variance. This finding 
is in agreement with the clinical observa- 
tions of the research psychiatrist, in whose 
judgment these patients had maintained a 
relatively unchanged clinical course. 

In the 28 patients who were followed clini- 
cally through all phases of the study, includ- 
ing 26 patients on whom psychological eval- 
uations were possible (24 of these patients 
completed the project) and two patients who 
could not be evaluated in terms of the meas- 
uring instruments, but who, nevertheless, 
also completed the project, the following 
complications were observed during fluphen- 
azine treatment: extrapyramidal reactions— 
five patients (the addition of cogentin al- 
lowed the completion of treatment for these 
patients); leukopenia—one patient (the 
WEC fell below 4000 after several weeks of 
treatment and medication was discontin- 
ued) ; and sore throat and fever—one patient 
(this complication developed after four 
weeks of treatment and medication was im- 
mediately discontinued). 


Discussion 


The experiences with fluphenazine reported 
above tend to confirm the observations of 
past investigators that in terms of dosage, 
the drug is an exceptionally potent one. The 
average dosage for hospitalized psychiatric 
patients appears to be half that reported for 
trifluoperazine. The range between thera- 
peutic effect and the onset of extrapyramidal 
symptoms seems to be a narrow one. At the 
present time the advantages and disadvan- 
tages of such a narrow range with a drug of 
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this type versus the wide range of a drug 
such as chlorpromazine can only be hypo- 
thetical in nature but will become more ap- 
parent as the use of the drug is continued. 

An apparent advantage of fluphenazine is 
that it can be administered on a once or 
twice daily basis, which makes its adminis- 
tration less time consuming. Where there 
are large patient populations receiving medi- 
cation such a seemingly trivial factor can, in 
reality, bring about a decided saving in nurs- 
ing time, On the other hand, careful atten- 
tion is required to see that the medication 
is actually taken. 


The patients in the present study who be- 
came hyperactive, agitated, and increasingly 
aggressive when their phenothiazine medica- 
tions were discontinued, responded excep- 
tionally well to fluphenazine. However, there 
was no evidence to indicate that their re- 
sponse to fluphenazine brought about a 
higher level of integration than had already 
been achieved by former medication. Those 
patients who displayed no change in their 
clinical status during the drug-free and pla- 
cebo phases of the study tended to show no 
improvement when placed on fluphenazine. 
It is of interest to note here that approxi- 
mately one-third of the patients in the study 
(9 out of 28) showed regressive behavior 
within a nine week period following the ces- 
sation of origina] phenothiazine medication. 

The aitrition rate of this study was rela- 
tively high, due in part to a policy of subor- 
dinating administrative control of patients 
to the medical realities of the hospital situa- 
tion. If anything, the selective factors op- 
erating in the loss of subjects were those 
that would be expected to act as suppressors 
on measures of positive drug reactivity inas- 
much as remainders tended to be somewhat 
older than the original group selected (40 
years vs. 38 years), slightly less “normal” 
(26 vs. 28), and somewhat longer hospital- 
ized (13.5 years vs. 10.3 years). 

The results of the present study have 
raised several investigative issues regarding 
the factors leading to a heightened state of 
irritability and hyperactivity resulting in 
one group of patients and not in another 
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when tranquilizer medication is discontinued. 
Apparently one factor is severity of illness 
in terms of symptom manifestation. But are 
there metabolic or psychodynamic differ- 
ences between such patients and if so, how 
can they best be measured? Also, will the 
pattern of reactivity in those patients who 
become disturbed be repeated in a fairly con- 
stant manner provided environmental fac- 
tors remain the same? It is our opinion that 
it will not since we suspect that the factors 
which influence the pattern of regressive be- 
havior vary in the same individual from time 
to time. 


Conclusion 


In the treatment of the hyperactive, irri- 
table, disturbed psychiatric patient fluphena- 
zine demonstrated a unique potency in terms 
of dosage, as indicated by a dosage range of 
1-5 mg., administered on a q.d. or b.i.d. basis, 
which generally brought about a marked im- 
provement in this type of patient. In the 
non-reactive psychiatric patient the drug did 
not appear to bring about additional im- 
provement. Complications occurring which 
could be directly traced to drug intake were 
extrapyramidal symptoms and leukopenia. 
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A Comparative Study of Two Methods of Insulin 


Coma Therapy 


OscaAR ROZETT, M.D., and PAUL SINGER, M.D. 


The purpose of this paper is to compare a 
conventional single dose injection method of 
induction of insulin coma with the multiple 
dose method of H. Peter Laqueur and Harry 
A. LaBurt. As a form of introduction it per- 
haps should be emphasized that we are nei- 
ther proponents nor opponents of either 
pharmacotherapy or insulin therapy. We 
maintain a 17 bed insulin unit in a small hos- 
pital with a total capacity of 85 beds. We 
have always believed insulin therapy was 
the treatment of choice for most types of 
schizophrenia and our experiences with the 
newer pharmacotherapeutic agents have not 
altered our opinions, We use drug therapy; 
we believe it has its indications. We have 
seen good results with drugs in numerous 
instances where the physical forms of treat- 
ment failed. To completely disallow the 
newer drugs is without doubt a refusal to 
move forward, but to discontinue the use of 
insulin therapy and electroshock therapy as 
has been done in many hospitals is, in our 
opinion, a definite backward step. We util- 
ize combined insulin and ECT wherever in- 
dicated and in many instances we combine 
insulin therapy with one of the tranquilizers 
if we feel there is an indication for it and if 
we feel that the patient will benefit. Our 
faith in insulin is continually being sus- 
tained, not only by our gratifying results, 
but also by the numerous psychiatrists who 
refer patients to us specifically for insulin 
shock therapy. Most of these patients have 
been failures on ECT and/or pharmacother- 
apy before coming to our hospital. 

Laqueur and LaBurt who performed their 
work at Creedmoor State Hospital in Queens 
Village, New York, postulated numerous ad- 
vantages to the multiple dose method. They 
stated that there had been no fatalities or 
irreversible comas and only one prolonged 
coma, They found a reduction in secondary 
hypoglycemic reactions in the afternoon and 


From Fair Oaks Hospital, Summit, N. J. 


evening, and they also considered the pa- 
tient less anxious, excited and restless. They 
found lesser gain in weight than by the sin- 
gle dose methed and consequent saving in 
the amount of insulin necessary, in the 
amount of glucose and sugar used, as well 
as in the number of attendants required dur- 
ing therapy. We compared a series of 115 
cases treated with the single dose method 
with 100 cases treated with the multiple dose 
method. The cases were consecutively taken 
between the years 1955 to 1960 and the pa- 
tients fell essentially into the same diag- 
nostic categories. Dietary conditions were 
the same for both groups of patients. The 
cases for insulin therapy were grouped as 
follows: 


Schizophrenia, Simiple Type: 2 
Schizophrenia, chronic undifferentiated type ........ 27 
Schizophrenia, acute undifferentiated type .......... 3 
Schizophrenia, hebephrenic type 1 
Schizophrenia, paranGid TYPE 36 
Schizophrenia, chronic residual type .................... 4 
Schizophrenia, schizo-affective type 3 
Schizophrenia, childhood type 
Manic depressive, depressed 15 
Manic depresSive, MANIC LYPE 2 
Manic depressive, mixed tyPe 1 
Involutional psychotic reaction 2 
Schizoid personality with anxiety reaction .......... 3 
Psychoneurosis, phobic reaction 2 
Psychoneurosis, obsessive compulsive reaction ...: 4 


We endeavored in all instances to admin- 
ister 40 or more comas, as we feel that the 
results are more lasting. This however could 
not be achieved in all instances, as treat- 
ments had to be discontinued for various rea- 
sons which have no bearing on the results. 
Of the 115 patients treated with the single 
dose method, 8 received 50 insulin injections 
or more; 16 patients had between 40 and 50 
injections; 37 received between 30 and 40; 
33 between 20 and 30, and 21 had less than 
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20 injections. We attempted to reach 3rd 
stage comas as is described in numerous 
texts. All of the patients were discharged 
and the results obtained indicated that 102 
patients were improved at the time of dis- 
charge, 10 were slightly improved and 3 
were unimproved. Figures concerning re- 
hospitalization since 1956 were significant. 
Of the 46 patients receiving 20 or more 3rd 
stage comas, a little less than 29% were 
readmitted. Of the 53 patients receiving less 
than 20 comas, more than 50% required re- 
admission. 

The muitiple dose technique was employed 
in the treatment of 100 consecutive patients 
who, as was pointed out earlier, fell essen- 
tially into the same diagnostic categories as 
the control series. This was not neces- 
sarily due to our attempt at selection of 
cases, but simply to the fact that the break- 
down of our admissions year after year over 
the past 10 years has been essentially the 
same. There were no fatalities or prolonged 
comas in either series. 

Our first objective was to compare the 
average amount of insulin required to 
achieve deep coma. We needed somewhat 
less in the multiple dose method but we do 
not believe the difference was significant. 
The average dose required was 300.5 units 
of insulin with the multiple dose method as 
compared to 309.6 units with the single dose. 

Our next point of comparison was the 
number of injections required to get a pa- 
tient into 3rd stage coma. In all instances, 
the daily dosage was increased by a total 
of 30 units daily. We found that with the 
single dose method, 1014 injections were re- 
quired to achieve deep coma, whereas 10 in- 
jections were required with the multiple 
dose method. 

We then studied the undesirable side re- 
actions that we encountered in the two se- 
ries, and found that slightly protracted 
comas had occurred in 20 instances with the 
single dose method and in 15 instances with 
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the multiple dose method. In both types of 
treatments, laryngeal spasms were observed 
on three occasions. There were 44 (38%) 
grand mal convulsions with the single dose 
method in 115 cases and 55 (55%) grand 
mal convulsions in 100 cases treated with 
the multiple dose method. In the single dose 
method we had 215 late afternoon insulin re- 
actions as compared to 161 with the multiple 
dose method. Termination of these reactions 
were accomplished by oral feeding in 168 out 
of 215 in the single dose group and in 138 
instances out of 161 in the multiple dose 
group. Intravenous termination of the sec- 
ondary reactions was required in 47 in- 
stances as compared to 23 instances in com- 
paring the single dose with the multiple 
dose method. We did find that patients with 
the split dose method were somewhat less 
anxious, restless and drowsy during the first 
two hours of treatment but from there on 
in until termination, their condition appeared 
to be the same with both methods. On the 
other hand, those patients receiving single 
injections appear less apprehensive at the 
time of the first injection. They seem to fall 
asleep more easily and readily when they 
know they are not going to receive any more 
injections of insulin, 

It so happens, four patients were treated 
by both methods and in comparing their 
weight gain week by week, our findings were 
exactly opposite those reported by Laqueur 
and LaBurt. 

As a conclusion, we feel that we have 
proved to our satisfaction that although the 
multiple dose method of Laqueur and La- 
Burt has merit, it does not show sufficient 
advantage to warrant administering three 
injections at 15 minute intervals, as against 
the simpler and less painful method of one 
injection of insulin a day per patient. We 
have terminated our study and have returned 
to our former single dose method, which we 
will continue to use until further studies 
will warrant our reevaluating the situation. 
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Effects of a New Tranquilizer, Valmethamide, in 


Psychiatric Outpatient Care 


MARTIN GOLDBERG, M.D. 


This is a preliminary investigation assess- 
ing the possible effects of a new drug in the 
management of patients with disturbing 
psychological symptoms. Valmethamide is a 
simple alipatic amide (2-ethyl-3-methylval- 
eramide) with this chemical formula: 


CH,,CH.(CH;)CH (C.H;)CONH. 


In pharmacological studies, the response in 
animals indicated that this compound is 
capable of producing a mild effect such as 
detached serenity. Because of this and be- 
cause valmethamide has a chemical struc- 
ture considerably different from any cur- 
rently available tranquilizer, this study was 
undertaken. 

The group of subjects studied were pa- 
tients seen in a private psychiatry office 
practice on an outpatient basis. The patients 
were chosen at random without regard to 
clinical diagnosis and with the single crite- 
rion that symptomatic distress (severe anx- 
iety, depression, psychosomatic symptoms, 
etc.) was interfering with their everyday 
functioning and/or ability to work. 

All of the patients were undergoing psy- 
chotherapy in which an effort was being 
made to discover the causes of the under- 
lying emotional conflicts responsible for pro- 
ducing their disorder and symptoms and to 
increase the patient’s awareness. In the 
course of such psychotherapy, it is often 
necessary to utilize medication to alleviate 
the patient’s symptomatic distress so that 
he is able to continue to function in his life 
situation and can be accessible to the in- 
terchange of communication involved in the 
psychotherapeutic process. 


The valmethamide used in these studies was 
supplied by McNeil Laboratories, Philadelphia, 


Pennsylvania, under the code designation of McN- 
X181 It will be commercially available under the 
trade name Axiquel. 

From Institute of the Pennsylvania Hospital, Phil- 
adelphia, Pennsylvania. 


Procedure 


Valmethamide was evaluated over a pe- 
riod of 20 months as an adjunct to the psy- 
chotherapy of 35 patients, 12 men and 23 
women, ranging in age from 19 to 68 years. 
The drug was dispensed in 200 mg. tablets 
for oral ingestion, The dosage was either 
200 mg. or 400 mg., generally on a three- 
or four-times-a-day schedule. In a number 
of cases, however, the medication was taken 
only on a “p.r.n.” (as necessary) basis, ei- 
ther at the therapist’s instruction or at the 
patient’s request. These patients usually 
took the tablets once or twice a day at times 
of unusual stress. When patients were first 
given the drug they were told simply that 
this was a new drug that might be helpful 
in alleviating their symptoms. Duration of, 
treatment ranged from one week, in acute 
situations, to 15 months, with continuing 
psychotherapy, and averaged about eight 
weeks. 


Results 


Results obtained from the medication were 
assessed on the basis of the patient’s report 
of his ability to function at his work, plus 
the psychiatrist’s direct observation of 
symptomatology exhibited and patient’s abil- 
ity to function in the therapy hours. Since 
all these patients were in psychotherapy they 
were seen frequently and at considerable 
length by the psychiatrist, Virtually each 
was seen at least once weekly from 30 min- 
utes to one hour, and many were seen as 
often as two to five times weekly. 

Results of the administration of valmeth- 
amide are summarized in Table I. The rat- 
ing categories used in this chart were de- 
fined as follows: 


“Good Improvement” indicates that troublesome 
symptoms either completely disappeared or were 
so ameliorated that they no longer interfered with 
functions of daily living. 

“Some Improvement” denotes that the symptoms 
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were diminished in amount and intensity but were 
still annoying to the patient and/or were interfer- 
ing with his functioning. 

“No Improvement” and “Worse” are self-explan- 
atory. 


TABLE I 


Results of Treatment 
Improvement 


Anxiety Reaction 15 14 1 —- - 
Schizophrenic Reaction with 

3 2 - 1 - 
Agitated Depressive Reaction 8 = 
Psychosomatic Reaction ........ 4 1 - 3 - 
Postconcussion Syndrome .... 3 111 
Manic - Depressive Reaction, 


The results summarized in Table I indicate 
that valmethamide was effective in control- 
ling anxiety in neurotic patients and agita- 
tion in depressed patients. It was ineffec- 
tive in controlling the various disturbing 
symptoms encountered in psychosomatic re- 
actions, such as pains, bodily tension, etc. 
There were too few psychotic patients in 
this group to give any indication of the 
drug’s effect on such reaction. 

Of the five patients with agitated depres- 
sive reactions who showed good symptom- 
atic improvement, four were given concur- 
rent treatment with antidepressants. In these 
patients, the valmethamide was given in an 
attempt to control the agitation, which was 
unchanged or aggravated by the antidepres- 
sants alone; and in each instance the final 
result was excellent control and remission 
of both the depression and the agitation 
with the combination of the two drugs. 


Side Effects 
Of particular interest was the paucity of 
side effects in the dosages used. Side effects 
encountered with valmethamide are sum- 
marized in Table II. 


Among the 35 patients receiving the drug, 
only two side effects were noted: Two pa- 
tients were troubled by feelings of unreal- 
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ity, but were able to continue with valmeth- 
amide as an adjunct to their psychotherapy. 
One patient developed ankle edema after 
taking 200 mg. of valmethamide three times 
a day for about 10 days. This unexplained 
edema cleared when the drug was stopped 
and there were no complications, 

Of the 35 patients in this study, 26 had 
previously been treated with tranquilizers in 
an attempt to control their symptoms. Ta- 
ble III gives a comparison of the results in 
these patients, both in terms of control of 
symptoms and side effects while on the pre- 
vious tranquilizer and on valmethamide. It 
would appear, in this group, that valmeth- 
amnde was about equally effective in con- 
trolling the symptoms but caused a signifi- 
cantly smaller number of undesired side ef- 
fects. 

Complete blood counts were performed on 
25 patients receiving prolonged therapy and 


TABLE II 


Side Effects and Adverse Reactions 


Number 
Side Effect or Adverse Reaction Patients 


Nausea 
Postural hypotension, dizziness 
Feelings of depression, crying spells ................ 


TABLE III 


Comparison of Symptom Control and 
Side Effects with Other Tranquilizers 


Adequate Control Troublesome 
of Symptoms Side Effects 


Previous zo <3 

Tranquilizer Zz 25 BE BS BE 
Phenothiazines 12 9 9 6* 0 

Meprobamate 12 9 2t 
Others Z 0 ye 0 0 


*—_Chiefly parkinsonism; also agranulocytosis, 
sleepiness, grogginess. 
+ —Chiefly sleepiness, grogginess; also depression, 
crying spells, impaired coordination and depth 
perception. 


+ — Ankle edema, feelings of unreality. 
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were repeated at intervals during their treat- 
ment with valmethamide. No abnormalities 
were reported. 


Discussion 


In the course of prescribing valmethamide 
at random for psychiatric out-patients re- 
quiring symptomatic relief, control over the 
following symptoms was attempted: exces- 
sive anxiety in neurotic patients; excessive 
anxiety in ambulatory schizophrenic pa- 
tients; agitation in patients with agitated de- 
pression; pains, physical discomfort, and 
bodily tension in patients with psychoso- 
matic reactions; and hyperactivity in pa- 
tients with manic-depressive reactions of the 
manic type. 

It should be noted that simple depression, 
in contrast to agitated depression, was arbi- 
trarily excluded as a possible target symp- 
tom for valmethamide because the pharma- 
cological studies indicated a possible tran- 
quilizer-sedative action rather than any an- 
tidepressant or energizing action. 

Most patients reported the impression that 
the medication was not long-acting and its 
effects seemed to “wear off” after two to four 
hours on an oral dose of 200 mg. Patients 
tended to describe their improvement in 
terms of “being more relaxed’; feeling a 
marked diminution of fears and general fear- 
fulness, decreased feelings of tenseness, feel- 
ing less excited, jittery, jumpy, etc. Improve- 
ment was noted quickly after beginning reg- 
ular dosages of valmethamide by most of the 
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group showing good results, but an addi- 
tional, cumulative improvement also oc- 
curred. 


Summary 


Valmethamide, a new tranquilizer, was 
tested over a period of 20 months in a group 
of 35 private out-patients undergoing psy- 
chotherapy and who required medication for 
control of symptoms of tension and anxiety 
which were disturbing their daily living pat- 
tern. 

In 25 of these patients, good control of 
symptoms was obtained while using val- 
methamide in average doses of 200 to 400 
mg. three or four times daily. In the other 
10 patients, symptoms were either unim- 
proved or were ameliorated but not to a de- 
gree sufficient for comfort in functioning. 

Side effects with valmethamide were re- 
markably infrequent. No frankly sedative 
or depressant action or impairment of co- 
ordination was observed in the dosages used. 
One patient in the group studied developed 
ankle edema while on valmethamide and fur- 
ther study of this effect will certainly be re- 
quired. 

When the group of patients in whom good 
results were obtained and the group in which 
results were considered a failure are broken 
down into diagnostic categories, the results 
suggest that valmethamide may be highly 
effective in controlling anxiety in neurotic 
reactions and the agitation accompanying 
many depressions. 


Book Reviews 


PARKINSONISM, ITS MEDICAL AND SURGICAL 
THERAPY. Irving S. Cooper, M.D. Pp. 239. 
Charles S. Thomas, Springfield, Illinois, 1961. 


The pathological physiology and the treatment 
of the Parkinson syndrome and related involuntary 
movement disorders is the central subject matter 
of this monograph reporting the investigation, ini- 
tiated in 1952, of 5,000 patients with parkinsonism, 
1,500 of whom were selected for basal ganglion op- 
erations. The problem is fully outlined from the 


viewpoints of medical and surgical therapy, psy- 
chotherapy, and physical therapy and rehabilitation. 
There is a review of surgical approaches beginning 
with the pyramidal era, through sympathectomy, to 


the present basal ganglia operations extending from 
the radicular to the cortical level. Factual data are 
presented on criteria for selection of patients, tech- 
niques, results of neurosurgical intervention, and 
complications. Anterior choroidal artery occlusion, 
chemopallidectomy, and chemothalmectomy are 
fully described and analyzed. Roentgeno-anatomico- 
clinical correlations are summarized, and fifty com- 
plete case histories are presented and illustrated. 
The author has been eminently successful in ful- 
filling his stated purpose of describing the therapy 
of parkinsonism comprehensively, and of summariz- 
ing this investigation of the neurosurgical allevia- 
tion of the disease. The text is considerably en- 
riched by the multidisciplinary approach involving 
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neurosurgery, internal medicine, neurology, psy- 
chology, rehabilitation, orthopedics, electrophysiol- 
ogy, neuroanatomy, neuropathology, and biochemis- 
try. The medical art and photography contribute 
notably toward clarifying and illustrating the ma- 
terial. This book cannot fail to be of interest and 
value in the many fields involved in work with this 
disorder. 
F. J. Braceland, M.D. 


THE SPINAL CORD, BASIC ASPECTS AND SUR- 
GICAL CONSIDERATIONS. George Austin, pp. 
532. Charles C. Thomas, Springfield, Illinois, 1961. 


George Austin has here compiled an authoritative 
volume of material on the spinal cord, covering as- 
sociated problems in physiology, pathology, anat- 
omy, and related clinical specialties. Collaboration 
in this massive project was provided by Dr. John 
J. Murphy, William W. Chambers, Ph.D., Chan-Nao 
Liu, Ph.D., Dr. E. Horne Craigie, Dr. William James 
Erdman, II, Dr. Eleanor M. Bendler, Dr. Grayson 
McCough, Dr. Jeff Minckler, Dr. Vincent Hinck, 
and Dr. John Roth. All sections are documented 
with ample case histories; illustrations and line 
drawings supplement the text; a mass of carefully 
compiled statistics accompanies many chapters. An 
outstanding list of 702 references indicates the vast 
amount of study and research involved in this work. 
Both subjects and name indices are most complete. 

Spinal trauma is covered from classification to 
treatment. [Illustrations and analytic statistics in 
the chapter on tumors of the spinal cord are par- 
ticularly striking. There is a section on the diag- 
nosis and treatment:of intervertebral disc disease. 
The basic aspects of anatomy, vascular supply, and 
physiology are individually treated. The section on 
neuroroentgenology is amply illustrated with plates 
and diagrams. The urological aspects of surgery 
of the spinal cord are discussed from the standpoint 
of neuroanatomy and neurophysiology of the genito- 
urinary system, as well as from the point of view 
of diagnosis and treatment. Histologic elements 
and their reactions are considered under pathology. 
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There is a section on rehabilitation of patients with 
spinal cord disease. The text concludes with two 
chapters by Dr. Austin on Regeneration of the Spi- 
nal Cord, and on Dermatomes, Sclerotomes and Spi- 
nal Cord Relationships. 

The excellent quality of the text, together with 
the masterful art work, comprehensive coverage, 
and fine organization, combine to produce a weil 
rounded work of major interest to research workers 
and clinicians. 

F. J. Braceland, M.D. 
DEPRESSION: MOOD, SYMPTOM, SYNDROME. 

R. A. Cleghorn, M.D., and G. C. Surtis, M.D. Docu- 

menta Geigy; Acta Psychosomatica, No. 2, J. R. 

Geigy, Switzerland. 


This monograph is geared to provide the non- 
psychiatrist as well as the psychiatrist with basic 
information. In the historical introduction, melan- 
cholia is traced back to the black bile and phiegm 
of Hippocrates. The contributions of Aretaeus, 
Galen, Mercurialis, Boerhaave, Pinel, Esquirol, Fal- 
ret, Kraepelin and others are mentioned. In “Con- 
cepts of Depression,” the differences between nor- 
mal mood changes and pathological states are em- 
phasized. 

In ‘Clinical Aspects,’ the varying pictures are 
presented. The four cardinal vegetative signs are 
noted to be: 1) insomnia, especially early waking; 
2) anorexia and weight loss; 3) constipation; and 
4) reduced or absent menstruation in women and 
loss of desire and impotence in men. 

In their discussion of somatopsychic depression, 
the authors point up that it may be pharmacological 
(reserpine and adrenal steroids); post-infective, 
metabolic (Addison’s Disease); pre-menstrual or 
post-partum. Considerations of the etiology stress 
the interplay of somatic and psychological factors. 

This monograph, a worthy successor to Acta Psy- 
chosomatica #1, is a most worthwhile contribution. 
One can only wait and hope that future mono- 
graphs will cover other aspects of this prevalent 
and most painful illness. 

W. Dorfman, M.D. 


Saint Joseph Sanitarium 
(Supervision of Sisters of Mercy) 
P. O. BOX 236 — DUBUQUE, IOWA 


or phone 38-8291 for information 


Mild Mental and Nervous Cases 
also 


Convalescent and Rest Patients 


Shock Therapy, Hydrotherapy, Physiotherapy, Occupational Therapy. 
Competent Staff. 
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BALDPATE, Inc. 


Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 
For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and drug addiction. 
Definitive psychotherapy, somatic therapies, pharmacotherapy. Milieu-therapy under 
direction of trained occupational and recreational therapists. 
Accredited by Joint Commission on Accreditation of Hospitals 


HARRY C. SOLOMON, M.D. PATRICK J. QUIRKE, M.D. 
Consulting Psychiatrist Medical Superintendent 


DEVOTED TO THE ACTIVE TREATMENT OF 


MENTAL and NERVOUS DISORDERS 


Specializing in Psycho-Therapy, and Physiological therapies includ- 


Stnitanune 
© Insulin Shock © Electro-Narcesis 
2628 S. PRAIRIE AVE. © Electro-Shock . ~~ A Sheck Therapy 
CHICAGO 
Phone VIctory 2-1650 ALCOHOLISM Treated by Comprehensive Medical- 
J. DENNIS FREUND, M.D. 
Medical Director Psychiatric Methods. 


BEVERLY HILLS CLINIC and SANITARIUM 


210 N. Westmoreland Avenue WHitehall 3-4651 
Dallas 11, Texas 


A private clinic and hospital for nervous and mental diseases both for in-patients and out-patients 

pate iad a homelike environment with separate building units and special cottages—air-con- 
itione 

A complete neuropsychiatric diagnostic and treatment center including a department of psychol- 

ogy—encephalography—clinical laboratory and X-ray—psychotherapy—electroshock and insulin 

coma therapy, as well as psyeho-surgery. 


ARTHUR J. SCHWENKENBERG, M.D. FRED H. JORDAN, M.D. 

JOSEPH L. KNAPP, M.D. HENRY P. HARE, JR., M.D. 

JACKSON H. SPEEGLE, M.D. LUDLOW M. PENCE, M.D. 
Neurology Psychiatry 


A NEUROPSYCHIATRIC FOUNDATION 
THE 


ROGERS MEMORIAL HOSPITAL 


The Hospital is situated on the Nashotah Lakes, 30 miles west of Milwaukee, provid- 
ing the ideal, restful country environment and the facilities for the modern methods of 
therapy of psychoneuroses, psychosomatic disorders, alcoholism, and the other neurologic 
and psychiatric problems. Occupational therapy and recreational activities directed by 


trained personnel. 
OCONOMOWOC, WISCONSIN 
PHONE LOGAN 7-5535 


EUGENE FRANK, M.D. OWEN OTTO, M.D. LEROY A. WAUCK, PH.D. 
WILLIAM C. JANSSEN Medical Director Clinical Psychologist 
LOREN J. DRISCOLL, M.D. JOSEF A. KINDWALL, M.D. 


Consultant 


1961 
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GLENSIDE HOSPITAL 


FOUNDED 1909 


Located in an attractive rural setting in the heart of Boston for the care of nervous, 
mental and geriatric disorders, alcoholism and drug addiction. 


The new Ordway Therapy Unit includes the most modern electrotherapy equipment. 
Anesthesia by the Hand-Auden Associates and trained personnel available to cour- 
tesy staff. 


RUTH M. CROSSFIELD, M.D., Medical Director’. DoRIS M. HORWOOD, Superintendent 
6 PARLEY VALE, JAMAICE PLAINS, MASS. 
JAMAICA 4-0044 RATES MINIMAL 


50 BEDS HILLCREST HOSPITAL 1905 


(formerly The Retreat, Inc.) 
DES MOINES 12, IOWA 


For the diagnosis and treatment of Nervous and Mental Disorders 
in a homelike environment. 


Occupational Therapy, Physiotherapy and Shock Therapy 
Open Psychiatric Staff 


HERBERT C. MERILLAT, M.D., Medical Director HERBERT W. VETTER, Administrator 


Dr. Joseph Epstein, F.A.P.A. 
I N E W O O D Dr. Louis Wender, F.A.P.A. 
DR. WALTER A. THOMPSON, F.A.P.A., Clinical Director 


Westchester County - Route 100 - Katonah, N. Y. - Tel.: Central 2-3155 


A competent sixty bed hospital, psychoanalytically oriented but using multi-disciplinary approach. 
Patients admitted for ‘‘short-term’’ therapy or more prolonged study. Additional facilities for 
0.P.D., Day Center Therapy and consultation. Weekly clinical conferences open to the profession. 
A.P.A. members may receive staff privileges and treat their own patients. 


New York City Offices 
DR. EPSTEIN—975 Park Ave.—Tues., Thurs., Sat. RH 4-3700 
DR. WENDER—59 East 79th St.—Mon., Wed., Fri. BU 8-0580 


FAIR OAKS 


INCORPORATED 
SUMMIT, NEW JERSEY 


A fully approved Hospital for intensive treatment and management of 
problems in Neuropsychiatry 


OSCAR ROZETT, M.D. THOMAS R. PROUT, JR. 
Medical Director Administrator 
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SANITARIA DIRECTORY 


The institutions listed below are among the finest private sanitaria in the United States. 
They offer private, individual specialized care to the patient. 


BALDPATE, INC. 


GEORGETOWN, MASSACHUSETTS 


HALL-BROOKE 


GREEN FARMS, CONN. 


BEVERLY HILLS CLINIC AND 
SANITARIUM 


DALLAS 11, TEXAS 


HILLCREST HOSPITAL 
(formerly The Retreat, Inc.) 


DES MOINES 12, IOWA 


ELMLAWN (The Wilgus Sanitarium) 


ROCKFORD, ILLINOIS 


PINEWOOD 


KATONAH, NEW YORK 


FAIR OAKS 


SUMMIT, NEW JERSEY 


RING SANATORIUM 


ARLINGTON, MASSACHUSETTS 


FAIRVIEW SANITARIUM 


CHICAGO, ILLINOIS 


ROGERS MEMORIAL HOSPITAL 


OCONOMOWOC, WISCONSIN 


FOREST SANITARIUM 


DES PLAINES, ILLINOIS 


ST. CLAIR HOSPITAL 


DETROIT 14, MICHIGAN 


GLENSIDE 


BOsTON 30, MASSACHUSETTS 


ST. JOSEPH SANITARIUM 


DUBUQUE, IOWA 
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in over six years of clinical use and 
more than 750 published clinical studies 


4 


for relief of anxiety and tension 


& 


simple dosage schedule produces rapid, dependable 
tranquilization without unpredictable excitation 


_ no cumulative effects, thus no need for difficult 
— dosage readjustments 


does not produce ataxia, change in appetite or libido 


does not produce depression, Parkinson-like symptoms, 
jaundice or agranulocytosis 


does not impair mental efficiency or normal behavior 


4 


meprobamate (Wallace) 


Usual dosage: One or iwo 400 mg. tablets t.i.d, 
Supplied: 400 mg. scored tablets, 200 mg. 
sugar-coated tablets; in bottles of 50. 


Also supplied in sustained-release capsules... 


% 


Available as Meprospan-400 (blue-topped sustained- 
release capsules containing 400 mg. meprobamate), 
and Meprospan-200 (yellow-topped sustained-release 
capsules containing 200 mg. meprobamate). 


® 


WALLACE LABORATORIES / Cranbury, N. J. 
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